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PRO CE E D | NG S

DR. KIPNIS: Elkan. Dr. Blout, would
you care to mke the introductions?

DR. BLOUT : W have a new nenber -- at
least we did have. ©Oh, she's getting coffee.

I'’m very pleased to welcone Dr. Marion
Nestle as the newest appointnent to the Science
Boar d. As nost of you know, she’'s an
outstanding worker in the field of nutrition.
She’s now Professor and Chair of the Departnent
of MNutrition at NYU, and she conmes to NyU from
the other side of the country, where she took
her degrees at Berkeley.

We're very happy to have her  here.
She’ || provide scientific expertise and
gui dance for wus in issues regarding nutrition
and also in part represent consunmer interests
on these issues.

I could tell vyou all her
acconplishnments . I won't do that, but she's a
potentially very good nenber of this Board, and
we welcone her.

DR. KIPNIS: Thank you very nmuch, Dr.
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Blout.

W have, as | indicated, a fairly busy
schedul e today. I'd like to welconme all of the
menbers who are here, many of the FDA
personnel, and those of the public. The public
wi | have an opportunity to coment in this
afternoon’s session.

Several of the reports are status
reports to the commttee, of commttees/
subcommittees we either formed or we requested
attention to a specific topic. There is, of
consi derable interest to many of the Science

comm ttee, a presentation this norning on

“Public Awareness of FDA Science” . Dr.
M chael Fri edman, the |ead Deputy Comm ssioner
wll be here at 10:15 to participate in that

presentation.

Most nenbers of the Board and its
subcomm ttees are seriously concerned about the
fiscal constraints, both by budgetary decisions
in Congress as well as from other sources that
have restrained or restricted the devel opnent

of science wthin the FDA a developnment which
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nost of us consider essential for it to in
essence perform its regulatory function in an
appropriate manner.

| think the nenbers of the Board who
are here are D. Benet, Dr. Setlow, Dr.

Leveille, Dr. Marion Nestle who has just been

i ntroduced, Dr. Pedro Cuatrecasas, Dr . Bob
Langer. I don't know if Dr. Sanders is here
yet this norning. Was he scheduled to attend?

VOI CE: Yes.

DR. KIPNIS: | wonder if the other
menbers of the FDA wuld care to introduce
themsel ves?

DR . BLOUT : Maybe David, we should
mention that a Board nenber, Bob Langer, has
just received an outstanding award, the
Lemuelson prize. It’s only been awarded three
or four times, and we are pleased that you
received this award, and we hope it wll allow
you to continue to serve on the Science Board.

(Laughter)

DR. KIPNIS: Congratul ati ons.

DR. LANGER : Thank you very nuch.
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DR. KIPNIS:

i ntroduce

DR. SCHWETZ:

yoursel f,

Bern, do you want to

then we’ll just go around.

|’ m Bernard Schwet z, t he

Interim Chief Scientist of +the FDA, working in
the Ofice of Science, and also the Director of
the National Center for Toxicol ogical Resear ch.
MS . MEADOWS: l’m Susan Meadows, |'m
the Executive Secretary to the Science Board.
DR. WLCOX : Neil Wlcox, Ofice of
Sci ence.
M. LIEBLER: Bernie Liebler from the
Health Industry Manufacturers Association, her e
to report on the Biomaterials Forum
DR. JACOBSON: |’m Liz Jacobson, from
the Center for Devices and Radiological Heal t h
DR. MARLOWE: |’m Don Marlowe, Center
for Devices and Radiological Health.
DR. KIPNIS: Thank you. There wll be

various other
tabl e, depending
made .

Susan,

remarks to make

menbers Of the FDA

sitting at the
upon the presentations to be

do you have some housekeeping

for us?
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M5 . MEADOWS: W have just a few
t hi ngs. One is, | would remnd all of you
particularly the audience, to please use the
m crophones when speaking so that we can get
you into the official record.

Pl ease note that there’s no break
listed this morning, nor a break listed this
afternoon. Pl ease help yourselves, boar d
menmbers, to the refreshnments as you need them
and take breaks as you need them

We are going to nove through the

schedule fairly quickly. A couple items for
the Science Board nenbers. You have a mailing
package inserted into your notebook. Shoul d
you want us to mail your materials to you,

pl ease insert them into the miler, and we wll
take care of that for you. Just leave them at

the table after you' re finished.

W have had a change in the way that

we reinburse our expenses, and | would plea to
you, we wuld like to reinburse you for your
expenses . It will be done with the new system

and we unfortunately have to have you do direct
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deposi t formns. So please send those in as soon
as possible so that we <can take care of this
for you.

DR. BLOUT: I wll tell you, 1’ve had
experience the last nonth, and it works.
Thi ngs have arrived.
DR. KIPNIS: W'IIl start this
morni ngs’ s proceedings With the Status Reports.
One was the Subconmttee on
Toxi col ogy, which was <chaired by Dr. Richard
Setlow, a Menber of the Board. The commttee
was formed because very early in its
del i berations, it recogni zed the increasing
i mportance of toxicology and the advent of
newer elements of science, Wwhich broadened the
horizons of toxicology and how best to in

essence accommpdate those rapid <changes in the

FDA.

Dr. Setlow

Subsequent to Dr. Setlow’s
presentation, Dr. WIlcox, from the Ofice of
Science, wll also nake some comments.
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DR. SET LOW: The Science Board,
Subcommittee on Toxicology met actually |ast
Sept ember . W had a long neeting. W got
together with a facilitator, and over the next
few nmonths arrived at a vision and a mssion.

Neil Wlcox, of the Ofice of Science,
boiled the five general things down into three,
and |’ 11 present them at the nonent. You’ | |
find copies of these in your Dblack notebooks,
for those that don't wsh to renmenber or to
copy .

In any event, the vision is we're
committed of course to protecting public health
t hrough improved toxicological testing methods,
and our mission is to coordinate a
col | aborative effort between public and private
sectors to develop better nmethods for doing
t oxi col ogi cal testing.

| could spend a lot of tine on these,
but | can give handouts if anyone really needs
t hem

There were three goals that were

sunmarized for me by Neil WIlcox wth approval
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by ne . The first is to identify areas of
toxicity testing, and there are four
obj ectives:

Develop a conprehensive list of testing
areas, prioritize areas of toxicity testing for
the purpose of continued study by the Science
subcommi ttee;

Sel ect specific standardized testing
met hods within priority areas; and from these
met hods in Objective 3,

Conduct a retrospective review to conpare
preclinical and clinical regulatory data to
determine the extent to which safety and
efficacy were adequately protected and
predicted.

So that’'s Goal A Under each of these
objectives there’s an action plan; but those of
you sitting in the rear couldn't read the fine
print in the action plan if | really showed it,
but it exists, and 1'11 just give you an
example at the end.

so each of these goals has objectives,

each objective has action plans. So that’'s
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CGoal A There are only going to be three
goals, so bear wth nme.

Goal B is to foster and facilitate the
devel opment of more predictive toxicologica
nmodels through a coordinated effort that
targets high priority endpoints. And the
obj ecti ves, 1, 2, 3,4, 5 are really to
identify testing areas, identifying new and
emerging alternative testing methods, establish
criteria -- it doesn't do any good to identify
unl ess you have sone way of nmeasuring what vyou
wish to neasure. | dentify potenti al
contributions from basic science, suggesting
paradi gm shifts, and identify programs where
mechani sm based research, et cetera, are
devel oped.

So these all have objectives. And the
last goal wth its objectives, is to encourage
acceptance and integration of new testing
nmet hods into regulatory and industry decision-
maki ng . Qoviously if we have great new things,
they’re not going to be of any use unless

they’re going to be wused, Wwhich means unless
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they’re going to be accepted by both sides of
the problem

so these objectives are to support the
acceptance and integration. W have to develop
a process that encourages industry to submt
data for new, nore predictive tests. They have
to be validated and they have to be accepted
i nternationally, not just nationally, not just
in Washington, D.C. or in Rockville. W have
to prompte the developnment of new nethods,
facilitate continuing education, encour age
i nternational harnmonization, and then regularly
review product safety evaluation for the
pur pose of identifying and prioritizing
effective approaches.

[ Over head]

So that was Goal C, and |I'm going to

end by just flashing w -- You can't read ‘t °°
under each Goal, for exanple, in Goal B, there
are a nunmber of action plans. A whole set.

And we have copies if anyone wshes, but these
are how we're going to approach these goals.

I will end wth just one exanmple from
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the Jliterature of what’'s going on.

[ Over head]

Again, you <can’t read it except for
t he headline. The National Toxicology Program
is really pushing transgenic animals. Thi s
isn"t only in the National Toxi col ogy Program
but it has to do wth the FDA

So in the Ofice of Testing and
Research, they're trying to stinmulate people to
develop and invest in sonme new approaches and
supply new insight into risk assessment, and
that’s Joe Contrera. Just as an exanple of all
sides of the system trying to develop quicker
better, easier predi ctive methods.

So this is where we are. If we're to
go further, we have to have obviously nore
meetings. Wve had a lot of input from
committee nenbers by Email, but in order to
synt hesize that into sonmething, we really have
to sit around the table and decide how we're
going to do that; and | know, speakin9 for Neil
Wilcox, he would say “naturally, we need nore

resources to acconplish that final goal. *
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We’re halfway there, but we need sonething
el se.
Thanks .
DR. KIPNIS: Thank you, Dr. Setlow.
Dr. Wlcox, did you have any
additional coments that you wanted to nake?
DR. W LCOX: No prepared docunments,
Dr. Kipnis, but we wwuld ask the Science Board
if you have any questions or coments on the

objectives that Dr. Setlow has just presented.

16

DR. KIPNIS: Are their coments by the

Boar d?

Dr. Leveille.

DR. LEVEILLE: Not a coment, a
questi on. What’'s the next step wth these in
terms of implenmentation?

DR. W LCOX: The next step is a
difficult one. As Dr. Setlow alluded to, we’'l

convene the commttee, probably |ate summer,
early fall, and explore options for how do we
nove forward in what 1is <clearly a long range
plan that is resource-intens ive, quite frankly.

The genesis for this endeavor really

1
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started a couple years ago wth the
recormmendations from this Board for the agency
to review its approach to toxicology. And in
doing so, that in and of itself has nmany
di mensions, and it requires |ooking at what
types of data «currently exist that we can mne,
if you wll, to see how well w'’'ve done in our
preclinical studies conpared to our clinical
studi es; where have we done well and where are
there data gaps where we need better nmethods to
generate data on endpoints that are nore
specific for what we're |[|ooking for.

So this then wll lead to recomrending
research -- or, what | Iike to refer to as
directed research to develop nethods that
target specific endpoints that we don’'t
currently target.

So this really involves |ooking at
what we currently do and then -- an eye toward
the future in trying to stinulate research in
the private sector to conme up wth a Dbetter
met hod. So in an environment when we are

trying to live day-to-day and put out fires,
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it’s hard to come up wth such a conprehensive
program for the future, but that’s indeed what
we want to do. And hopefully the Subcomittee
on Toxicology wll act as a consortium to bring
resources together.

DR. KIPNIS: Dr. Setlow?

DR. SETLOW: | should say that the
i ndustrial menbers of this subcommttee are
also working hard, and they're trying to
establish a toxicological dat abase of results
from the industry point of view that would be
avail abl e.

DR. KIPNIS: I recall that there had
been previous discussions about that, and the
concerns of confidentiality were also raised at
that point. Have they been addressed in sone
of your deliberations?

DR. SETLOW: W have not yet as a
commttee, but | know that the industrial
menbers are concerned wth this and are trying
to devise a way of doing this.

DR. W LCOX: There is, if | my add --

there’s an international effort going on that’s
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been organized by Dr. Kathy Stitzel from
Procter & Ganbl e. And in a neeting last fall,
which was a very promsing neeting,
representatives from industry and academ a and
various government agencies from around the
world gathered, and there was a great deal of
ent husi asm and optim sm about being able to go
into industry and actually wuse their data
without giving away confidential, Pproprietary

i nformati on.

There is at least one nodel that we're
currently looking at in Europe; it’'s called the
Lhasa nmodel, not to be confused with a 1lhasa
apso -- but this nodel, where they actually go

in and they use the data to develop a
predictive nmodeling system wthout really
knowi ng what the total <chemcal noiety from
which it canme, Sso it doesn’t give away trade
secrets.

So it’s doable, and there’'s interest
if we can get by the attorneys.

DR. KIPNIS: Dr. Schwetz, did you have

some comments?
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DR. SCHWETZ: Thank you, Dr. Kipnis.
There is a point that | wanted to raise that s
relevant to the recomendations that the
Science Board made that I|ed to this discussion
and review within the agency of these new
t oxi col ogy approaches.

Those of us wthin the field of
t oxi col ogy have been saying -- a 1lot of us have
been saying for vyears that we should replace
some of the enpirical tests that we wuse wth
mechani sm based tests. That was before the
mechani smbased tests were close by, and there
was support and enthusiasm for that idea.

Now the transgenic models represent
mechani smbased test nodels that are here, and
in the evaluation and validation stage, and |
see sonmething going on between governnent,

i ndustry and academia, the people who are all
interested in the developnment and wuse of these
nmethods that s <contrary to what you
recommended. And now that the nethods are
here, there’'s a building resistance to use

t hem
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Dr. Setlow nentioned the NIP review
I was on the Board of Scientific Counselors for
t hat specific review of the transgenic program
that NEHS and the NIP has; and wthin that
Board of Scientific Counselors review there was
a pretty strong sentinent to just throw al
this out because it isn't going to work, in
reference to transgenic animl nodels for
predicting carcinogenesis.

There are a nunber of reasons why |
think there is reluctance to change now in al
of these sectors, to wuse transgenic nmodels in
lieu of the two-year bioassay for detecting
carci nogenic activity; but it kind of stands in
the way of what you were recommending earlier,
that the FDA wuse the best scientific nethods
that we can. Because now there is a tendency
to be reluctant to do that.

DR. KIPNIS: My | ask, is the
reluctance to the science, or is it to
scientific considerations or other elements
involved in this?

DR SCHWETZ: | think to sone extent
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it’s just the reluctance of <change, and also
that the test nmethods are not fully wvalidated
yet. There's a fear that we don't know how to
use these new nethods; and it's either going to
prolong the length of time it takes to nake a
decision, Or we're going to use transgenic
nmodels and then turn around and say “Well,
we're not sure how to interpret the data, so
you have to do two year studies anyhow “

DR.  KI PNI S: Dr. Leveille.

DR. LEVEI LLE: Well, that really gets
to the point of ny original question; the, in
food area as contrasted to the drug area, the
i ssue becones even nore conplex when you think
about international har noni zati on of
regulations and so on.

The constraint against using new
technology is really a regulatory one; the
nodel we’ve evolved in this country is the
establishment of a tenplate against which
everything has to match exactly. So a new
method coming along requires a change in a

tenplate which doesn’'t occur readily; and
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that’s really the dil emm.
So what the committee is | think
working on is to get increased flexibility into

the system and at the sane tine find a way to

qui ckly get international har moni zati on and
acceptance of new approaches. And that’'s
critical, but the ability to change the system
is a crucial factor, and that’'s why | ask how

quickly we're going to nove to inplenentation,
because <currently the system does not allow
that flexibility.

DR. KIPNI S: Dr. Cuatrecasas?

DR . CUATRECASAS |  would think, at
least in ny experience, that the reluctance to
nmove forward nore rapidly with transgenic
animals in toxicology is based on the science.
There’'s certainly no reluctance to proceed with
respect to biological activity, wth respect to
using these as nodels of disease, novel nodels
which previously didn't exist.

There are so many uncertainties
related to, and so nmuch anbiguity as to what

value a transgenic may have in a toxicological
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study that people are reluctant to wuse these,
and | think correctly, quite yet. | think we
have to be nore patient.

| am nuch nore encouraged in what |
have heard, and | want to congratulate and
support the <committee in what it’s doing. As |
ook at what's happening in conpanies and at
the FDA with respect to toxicological testing,
I see trenmendous progress over the last ten,
even five years. There’s no conparison.

The discussion and the Ilevel of
i nvol vement of mechanistic toxicology is
i nconparably further along than it was before.
There are nmany, many approaches to nmechanistic

other than wusing transgenic animls, as we

know, in cellular biology, molecular biology,
and in so many other approaches | see that the
i ndustrial toxicologist is being encouraged and

have found a receptive audience.

| ve experienced sonme really very
exciting discussions, and resolutions of
probl ems based on scientific concepts and

met hodol ogi es which | think are fairly nodern.
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So I'm not sure the subcommittee’s
efforts are responsible; but | think that in

part certainly synmbolically that we should give

encouragement, and in that indirect and
intangible way | think that you mght have an
effect.

DR. W LCOX: Thank you, Dr.
Cuatrecasas . What you just stated so
el oquently is a very inportant factor in this
international attempt to look at the new
technology and what we’'re doing, and the nere

fact that we have this comittee, and that we

are willing to look forward and bring people
together from all the different stakehol ders,
that in and of itself has been a trenendous

i npetus and note of encouragenent to the
i nternational scientific community.

And there are efforts going on
internationally in a trenmendous display of
cooperation and eagerness to work together
toward the many dinensions in this area of
t oxi col ogical testing and new nethods.

So it’s been exciting, and the nessage
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that we sent has been very positively received.

DR. KIPNIS: I noted the term
“international activities. : | think that’'s to
be encouraged. The customer base which the

FDA deals wth 1is increasingly
internationalized . And indeed, you don’t know
who’'s what and what’ s who anynore in terns of
interactions; so it's critically inportant that
international actions are encouraged. And
there’s no one nmonopoly on scientific know edge
or creativity, and we ought to take advantage
of it all.

But the other is another point; and
that is, anytime any new nethodology is
i ntroduced, validation 1is an inportant elenent
to it. One of the concerns | have is, who is
going to do the validation, because that does
take tinme and it does take noney, and it takes
effort. And things have to be validated.

Is that potentially a cooperative
venture in which there wll be multi-
institutional -- when | say institution now,

I’m talking about government, industry and
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academ a involved in certain validation
efforts. If there is no validation, we may be
back to the sanme questions a year or two Yyears

from now.

DR. SETLOW: Well, the commttee
consists of academ a, industry, and government;
and | think they ' re working together. And

that’s the only way that we’ re going to get an
answer . Each of these nenbers has input via
Email to a big circle of «collaborators, and
they all have suggestions comng in. So |
think this is going to be the direction, to
val i dat e.

DR. WLCOX : As a mtter of fact,
there is a new entity that has been formed as a
standing committee; and the inpetus for it was
a mandate that came out of the 1993 NH
revitalization act; and it’s called the
I nt eragency Coordinating Commttee for the
Val i dation of Al ternative Methods. It has now
become a standing committee, and has created a
center that is run by an external contracted

group that is housed wthin the Nationa
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Institute for Envi r onnent al Health Sci ences and

the National Toxi col ogy Program jointly.
The purpose of this group, called
ICCVAM, is to review and assist in the
validation of new nethods. And ultimately,
once it has determned that a nethod is

validated for its intended purpose, to then

bring it to the regulatory agencies and suggest

that this nmethod exists, to denpnstrate what it

has been validated for, and then it would be up

to the individual agencies to incorporate these

new nmethods into the regulatory paradigm

As a mmtter of fact, this afternoon
1'11 be speaking at a congressional briefing
where there has been a consortium of industry

menbers that have cone together; Proctor &

Ganmble , Colgate and three or four others, where

they are sponsoring a bill to help fund this
new ICCVAM commttee that is mnmade wup of 15
di fferent federal agenci es.

So there is a trenendous anount (going

on in the arena of wvalidation.

DR. KIPNIS: Wy don't we go on, in
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order to stay close to our schedule, to the
next report, by M. Bernard Liebler, who is the
Director of Technology and Regulatory Affairs
of the Health Industry Manufacturers
Associ ation, for an wupdate on the Biomaterials
Forum

M. LIEBLER: Thank you. In your
package is a one-sheet report entitled:
Biomaterials Forum Progress Report and
Recommendat i on.

The recommendation is very short. It
says : W recommend that we place the project
to develop a Biomaterials Forum indefinitely on
hol d.

The original intent of the forum was
to develop a neans for improved communication,
particularly for the FDA, to deal wth their
customers, the device conpanies in our case
And also acadenia and anyone else that had an
interest in the biomaterials area. It was
nostly spurred by the biomaterials shortage
that occurred | guess about five years ago nhow,

and in mny ways still continues.
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What's happened in the interim is, FDA
-- particularly CDRH, has wundergone a
reengi neering program and revived the product
devel opment protocol, which was in the original
device amendments, which allows for increased
communi cation wth the agency on exactly how a
product wi | be developed and tested from the
very begi nning.

Also, the new Modernization Act allows

for, and requires neetings on clinical st udi es

and again on the data that wll be required
very early in the approval process. And the
feedback |1’'ve been getting from other people;
was talking to one nenber or | got an Email

from one nenber of our subcommttee, Peter
Johnson who runs the Tissue Initiative out at
University of Pittsburgh, who was saying that
he was at a neeting last week that again
demonstrated the improved conmmunication.

W think that the attention that was
brought by the forum work plus all these other
activities has led to the kind of communication

we wanted to see. So that pursuing the forum
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in a formal manner which would be developing a
web site and probably expending a good deal of
time and noney is probably not useful at this
poi nt . It’s an idea that still remins viable
if it’s needed in the future, and the Science
Board can always revive it.

1’11 be glad to answer any questions.

DR. KIPNIS: Are there any other
comment s?

DR. BLOUT : Bernie, what do you see
about -- what new materials, 1improved materials
are being developed?

M. LIEBLER: That’s a hard one to
even begin to address. Traditionally,
materials for devices have not been devel oped
for devices. And considering the nmarket sizes,
it’s hard to believe that traditional materi al s
are going to be developed, traditional type
mat eri al s.

I think that vyou really need to talk

to sonmeone |ike Peter Johnson, who really has a

good understanding of tissue engineer. Because

I think tissue engineering and that kind of
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are going to have to go. A better stainless

steel is <certainly not going to be developed,
just as an exanple, for a nedical device.

It may be for an autonobile. Those
people buy it by the <carload and ton; we buy
by the cup full and the gram It’s not worth
anybody’s noney.

DR. MARLOWE: M . Chai r man, I t hi nk
you have one of the world experts sitting at

32

it

this table on vyour panel that can speak to the
evolution of materials. And | think Bob Langer
would agree with nme that the wevolution is going
to be away from traditional materials, as the
Science Advisor just asked, and towards
materials that are nore actively engaged in the
process of body rebuilding or organ
repl acement. We're going to see a paradigm
shift over the next ten years in materials;
materials ten years hence won't |ook anything
like the materials that we're using today.

DR. LANGER : | agree with what both of
you are saying. I think from a scientific
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standpoint there’s no question that what you're

saying is right. | think the inpediment to
creating new materials is often legal issues in
terms of lawsuits. That’s been the biggest

single problem discouraging innovation.
| think when | lectured here a couple

of years ago at one of the neetings, one of the

points -- and | think Bernie could probably
give statistics on this -- is that what you ve
seen is a nunber of these small nedical device

conpanies who are very innovative, Yyou see the
percentages decreasing in the US. and
increasing other places.

| think one of the -- and you also see
a decrease in innovation, and in large
conpanies |ike Dupont, the <classic exanple is,
Dupont spent nore nmoney defending thenselves on
awsuits that they never lost than they ever
made on selling one of their materials to a
conpany that was making an artificial jaw

So | think it'’s nore the laws that are
creating the inpedinent. Medically | think

what vyou re saying 1is exactly right, because
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the bulk -- the tissue engineering in nmany
other areas, the need to <create materials that
can be tailor nade to inprove and save human
lives is absolutely there. But | think what we
also see, a legal problem in this country, and
I think that makes it hard.

DR. KIPNIS: By the way, there are two
other individuals from the FDA here; Dr.

El i zabeth Jacobson, who is the Deputy Director
for Science, and M. Don Marlowe, Director of
Ofice of Science and Technol ogy. Any
comment s?

DR. JACOBSON: | just wanted to add
one coment, and that that has to do wth sort
of another shift in the regulatory handling of
materials that’s been allowed by the new |aw
And that is that as a result of the new |aw,
we're allowed to recognize consensus standards
in the premarket review process. And | think
that’s going to have another helpful push to
increase communications, and wll all ow easier
har moni zati on.

The enphasis on the wuse of standards
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is going to do things |ike encourage the MU
that we already have with NST and NH to
devel op standard reference materials. And t hat
ought to help, maybe it wll even help wth the
| egal arena where everyone in the world is
agreeing on standards related to biomaterials.

DR. KIPNIS: Any other comments?

If not, thank you for all the
partici pants, and w'll go on to the next item
on our agenda, which is: Public Awareness of
FDA Sci ence. Two of the individuals who wll
coment about that are Dr. M chael Friedman,

who is the Lead Deputy Comm ssioner of the FDA,
and Dr. Elkan Blout, who is the senior Science
Advi ser at the FDA

Dr. Friedman?

DR . FRI EDMAN: Thank you. I'd like to
spend a couple of mnutes talking about a
variety of issues. The title of this is not
conplete or conpletely accurate, but it does
convey at least sone of the thoughts that |
wanted to share wth you.

There are really three or four issues
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that | wanted to touch on; and 1’'Il ask Elkan
to please interpolate as | deal wth each one
of these. The first 1is that this Board has
been very consistent in its urging us to
consider in its support of the recruitnment and
appointment of the Chief Scientist; and we are
all very conmitted to doing that.

The announcenment for the availability
of such a position is going out. You have been
asked in the past, and you wll continue to be
asked for your suggestions about who such an
i ndi vi dual woul d be. W very nuch would
appreciate that.

Elkan | think has sone remarks about
how he sees this process developing; but this
is not a nere figurehead; this 1is an inportant
representation of agency conmtnent and a mnuch
more precise focus in terns of both internally
and externally |everaging what’'s the very
skeleton and framework of our agency in that
science.

Elkan, what would you add?

DR . BLOUT : I consider this one of the
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nost inmportant positions the FDA has created.
We would |like your suggestions of people who
could be candidates for this position. Davi d

Kipnis is going to chair the search comittee;
the search committee is being forned now. And
we're beginning to find -- we have found a few
people who would be appropriate.

My thought is, the <chief scientist
must be an internationally-recogni zed
scientist, and we start from there. He could
come from acadenmia, from industry or from
governnent , but he nust be internationally
recognized as a synmbol of science.

Secondl vy, Dr. Friedman 1is nodest. He
has made available funds through the Dbudgeting
process to mke this position attractive to the
person who is chosen. And we hope this wll be
a really outstanding position.

DR. FRI EDMAN: |  should clarify that
those funds are for discretionary wuse and not
salary funds, because we can't nmake it as
attractive as we would Iike.

But Elkan is quite right; the sort of
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candidate that we're |looking for, he or she
must be a very distinguished scientist, nust be
capabl e, nmust be articulate, nust want to
create and share a vision of «clinical and
| aboratory science at the Food and Drug
Admi nistration, and that’s a very inportant
responsibility, and w're going to do
everything we can to nove that search along.

That’ s nunber one. Nunber two is, a
very satisfactory exercise that scientists
within the agency have been working on, which
both Iaboratory and clinical scientists from
all divisions wthin the agency have been
neeting under the |eadership of Bern, to answer
a nunber of questions that |’ve posed to them

I have been proceeding on a couple of
hypot heses, but realized that | hadn’'t had
those hypotheses formally vetted. One
hypot hesis was that everybody would agree that
science is critical to the agency and it should
be no surprise to you that these scientists
reaffirmed that and said vyes, that was their

understanding as well, and their vision as
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wel | .

The second was that the needs for good
scientific input broadly ranged across the
entire agency, that there was no one conponent

of the agency that needed science nore or |ess

than other conponents wthin the agency. And
that can be challenged. That was ny thinking,
but | asked them to please challenge that and
tell me if they agreed.

And again perhaps not surprisingly but

in a very satisfying way, the scientists all

agreed that all conponents, all the divisions
within the agency required -- not deserved,
that’s the wong word -- required good science
in order to do their job. That was very

hel pful to ne.

Because | told them that if they had
cone back to nme and said that there is one area
that needs this acutely now, that we would all
work together to try and address it. They
could not identify that but did say that
broadly and in a nunber of areas across the

agency, there were inportant needs that should
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be addressed. And | very nmuch appreciated
their input.

What they also did was to begin to
craft a priority |Ilist of agenda itens,
scientific 1issues that they thought were nost
i mportant to the agency. Not just for today,
but where we want to be in twd, three and five
years. And | appreciated that very nuch.

That’'s a process that’s ongoing but it
represents the sort of forward planning that |
think is exactly appropriate and essential for
us to conplete.

Let ne link that wth the third point
-- and 1'11 just ask whether you want to add
anything to that at this tinme?

DR. BLOUT: No, not at this tine.

DR . FRI EDMAN: Okay. It was a very
hel pf ul exercise; it shows how unselfish and
collegial the scientists can be in caring about
the interests of science broadly across the
agency. These were not parochial interests,
these were very broad public health interests.

The third thing really is how those
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interests can be integrated into a |arger
package. And this is the point where | am
making a pitch to this group, to everyone who's
listening, as | have been to virtually every
constituency wth which we deal.

One of the segnments of the FDA

Moder ni zation Act of last year, in Section 406,
and | am told it is Section 406(b) although for
all the world, it 1looks Ilike 406(f) ; but none

the less, the agency 1is instructed to do the
foll owi ng: To consult wth appropriate
scientific and academ c experts, health care
professionals, representatives of patient and
consumer advocacy groups 1in the regulated
industry to develop and publish in the Federal
Register a plan bringing the Secretary into
compliance with each of the obligations of the
Secretary under this Act, and “this act” refers
to the Food, Drug and Cosnetic Act -- it is a
modi fication of the Food, Drug and Cosnetic
Act .

This exercise to nme is an extrenely

i mport ant exerci se, because what it does is it
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neans that we are instructed to go to each of

our constituencies and to say to them What

gaps currently exist between what is called for
and what we are doing? Pl ease help us
prioritize that, pl ease help us identify ways

to address that, and in order for wus to then
propose to the admnistration, to the Secretary
and to our congressional conmttees ways in
which we wish to deal wth those things, to be
part of that process.

Now the reason | think that’s such an
i nportant activity is that it mrrors exactly
sone of the things that many of you have told
me privately, and that you' ve said publicly,

about the needs to address scientific

activities within the agency. Since | see
science not as a separate line item not as
sonmething that sits, in sort of splendid

i solation, but as really being integral to
everything that we do, | think this group, this
commttee and others can help have input to

t hose considerations.

This first report, which nust be a
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yearly annual report, wll be published by
November 21st of 1998, in the Federal Register.

We're instructed to do that and we take this,

as we take all of our FDA nodernization
responsibilities very, very seriously. That

| eaves wus relatively Ilittle time for this first
iteration.

There are three broad areas that we
have identified as being inportant. W are
going to all of our constituencies, all the
st akehol ders who have a vested interest, and
asking them to please coment on but also to
add and to re-prioritize interests; so by

saying to you three things that we are focusing

on today that’ s not to suggest at all that
that’s the |imt or that’s even the order of
the ones that wll be picked. But it is to say

that we have to do part of this, which is to
begin to create this formal agenda.

We’'ve tried to pick things where we
see inportant gaps that exist between statutory
requirements in our performance and things

which will have inmportant public health
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benefit, and those tw things must go hand in
hand.

The three areas that we’'ve identified
so far as being very inportant are: Adverse

event recognition reporting, modification,

managenent . | don’'t think anybody could argue
that that’s an inportant area. It is broadly
true for the entire agency. l’m not talking
about drugs, I'm talking about requirements for

devices, but also for foods, for cosnetics, for
a nunber of other areas.

W re not only talking about a better
system for evaluation and mnagenment; this is |
think a perfect exanple where science and
research skills are incredibly necessary. Her e
we’'re talking about epidemologic and
statistical, but also «clinical skills.

So | think this should be a topic of
i nterest.

The second is the broad area of how we
assure the quality and safety of products,

i nspection and conpliance activities, where

there are inportant gaps that exist Dbetween our
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statutory requirenents and our ability to
perform and we are talking again to a wde
variety of organizations.

| should just reiterate here, we have
not reached out to all the organizations; but
I'm doing this -- as neetings cone along, | and
other people are making this case to the
public, and we wll be doing so in a nore
formal way. This 1is sort of a welcomng of
people to please conme to wus, even on bid, and
say we'd like to offer you our proposals, we'd
like to share wth you our division of what
this should be.

That second area is an inportant one.
The third is in the general area of premarket
review activities. As you all recognize, for
human drugs and biologics, the Prescription
Drug User Fee program has been spectacularly
successful, but there are other inportant
product areas where the agency is not neeting
its statutory deadlines. We're doing
beautifully with human drugs and biological;

we do not have such a good record in sone other
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areas, and | fear our performance 1in those
areas will actually get worse as budgetary
constraints weigh heavily upon us.

There are inportant benefits for the
public that wll be delayed if we can’'t nobve as
quickly and wth as nuch care as w would Iike.
Again, it should be obvious to you that there
are opportunities for science; |aboratory
i nvestigation and non-laboratory investigation
that are relevant to these areas.

| don't nean this to be a
conprehensive list; |I'm giving you just a
shorthand version of three areas that we think,
we believe are inportant that we believe

broadly, the comunity, the lay comunity,

i ndustry, government al organi zati ons, t hat
others wll also feel are very inportant. But
the list is nmuch Jlonger than this, and our

concerns are to prioritize those things that we
think are nost «critical or nost accessible
during this next fiscal year to begins to craft
ways in which we address those issues.

And let me just restate: "' m not
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suggesting that we sinply throw noney at

t hi ngs, although resources wll be an inportant
part of this. What we're asking for also is
ideas of ways in which we can discharge these
responsibilities in innovative, novel ways that

may Save

So this

things in the sane

to neet what t he

that’s our

How can
well, |
in which you cou

di scussions go

resources or

ongoi ng

think you can imgine a

further, as

may do a better job.

is not a conmtnent to do
old way; it 1is a conmtnent
public expectations are, and

goal .

you all be helpful in this?

number of ways

ld be helpful. As these

we're able to flesh

out better what we are, what we are see are our

nmost near
to that, you can

can suggest

term goals. You all can have

resources or

i nput
help change that agenda, vyou

ways to address what

wi | be necessary; you can give us ideas of how
to do our job  Dbetter.

| think this provides a public neans
for discussion, and that’ s very inportant.
This is a public discussion which is <called for
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by the Act, and we want to conform fully to
what the Act requires.

Let ne stop there and answer any
questions, if | my.

DR. KIPNIS: Any coments by nmenbers
of the Board?

DR . CUATRECASAS : Could vyou elaborate
a little nore on the second issue that you
di scussed?

DR . FRI EDMAN: You rmean inspections?

DR . CUATRECASAS Yes.

DR . FRI EDMAN: There are a variety of
i ndustries where we have -- where there are
statutory guidelines for how often a facility
will be inspected and we’'re not in ful
compliance with that? And | think that we
want to figure out how to address that.

1’11 give you sonme other exanples.
W' ve entered into a nunmber of rmutual

recognition activities with foreign governnents

for facilities that are there. Living up to
those obligations will be difficult in real
time. We think that i nternational activities
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are very inportant, but we're trying to say,
rather than taking a decade to neet certain
expectations, can we bring that down to a nore
reasonable tine frame and are there other
countries that we aren’'t even able to engage in

activities with now who we could think about?

Again, it’s not just a matter of drugs
and biologics; it’s generic drugs, it’s
devices, it's all sorts of things -- aninal
products. It’s very broad ranging, and | think

that what we want to do is look at what are
those statutory expectations that have the nost
public health benefit? Those are the ones we
want to focus on first.

The background of this 1is that | think
that the agency has denonstrated that when we
get the resources and when we have clear goals,
we do a great job. Wen we don’t have the
resources or the goals, the expectations are
not so clearly articulated, we do a less good
] ob. And we want to try and fix both of those
t hi ngs.

The agency’'s budget has roughly
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doubl ed between the beginning of the decade and
the end of the decade. And our workload has
probably gone wup five or six or eightfold,
depending upon how you look at it; so that even
with much greater efficiency, wiich | give the
centers and the nmanagenent of the agency
tremendous credit for increased efficiencies,
even wth that we’'re still struggling to neet
our obligations; and we just need to recognize
that and to engage wth the public and wth the
public’s representatives in Congress; what do
we want as citizens, how do we want it, and
what are we prepared to provide in order to get
t hat ?

It’s just a very serious,
nonemoti onal, analytic discussion.

DR. CUATRECASAS : Thank you.

DR . FRI EDMAN: Like all of our
di scussi ons.

(Laughter)

DR. BLOUT : Thank you, MKke, for that
last few words.

I just have tw points 1'd like to
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make to the Science Board. One, this search
for a chief scientist is really starting now,
and many of wus here would like to see it
conpleted wthin about six nonths. VW want to

get sonebody on board, the right person. So
pl ease send in suggestions as soon as possible,

and they can go either to Dr. Kipnis or to ne.

Secondly, | want to say a few words
about my personal experience. During the
slightly more than six years |’ve served in
this position, |’ve had many positive
experiences at FDA But it wuld only be fair
to say, |I've had mny frustrations. And the

frustrations generally encompass the feeling
t hat people outside the agency don’'t understand
what the agency is trying to do or how they're
trying to do it.

| think the awareness of the agency’s
scientific work within, both in terns of
| aboratory work in the wvarious centers and its
use of science is not appreciated wdely in our
society. And | would wurge us to think how we

can convey to the people who nmake decisions
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about the agency, the inportance of science.

We should stop talking to ourselves
exclusively. We've got to talk to ourselves
of t en. But we should try and talk to other
people, to the staffs of congressional
commttees, to the inportant people relating to
appropriations

So anybody who has ideas or is wlling
to participate in this activity, let’s go.

DR. FRI EDMAN: Let nme give the usual

bureaucratic clarification. VWhat Elkan is not
suggesting, of course, is |obbying activities
that we're asking for from the agency. We're
tal king about educational activities -- | think

he’s talking about educational activities, and
I want to be very <clear about that.

The points to remenber are the vast
investment that’'s being made by the
phar maceutical industry by device
manuf acturers, by food conpanies, cosmetics,
the whole -- veterinary products. We’re
talking of something getting close to $40

billion a vyear just in R&D in the United
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States, including NIH.
It is inconceivable that that anount
of investnment won’'t result in inportant

products in the near and nore products in the
long-term future. And what we’'re talking about
is having an agency that is prepared to deal
scientifically wth +the breadth and the depth
of those products.

And unless we want to go back to a
time when things are slowly evaluated, | don't
think anybody does, then we nust have a system
in place that 1is suitably vigorous and
efficient to deal wth this vast nunber of new
products that we’'re going to be facing.

So how do we best do that; and | think
science is an inportant conponent. Si mply
educating people about that, sinply asking
people, what are your expectations for the
future, | think is a wuseful sort of discussion.

DR. KIPNIS: Dr. Leveille?

DR. LEVEILLE: That’s certainly true,
as you well know, Dr. Friedman, in the food

area, 1in spades. Good or bad, the focus has
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really changed by the food safety concerns that
have emanated over the past few years. The
unfortunate thing is that CFSAN in FDA has had
to divert increasingly limted resources to
activities other than premarket evaluation; and
that has been very seriously danmaged. They
have not been able to deal wth any citizens
petitions that have <cone before them they have

not been able to deal wth other premarket

subm ssions that have come before them in an
efficient way. Very different from the drug
side, as you well know, and | would hope that

would be one of the areas that would get early
attention.

DR . FRI EDMAN: | think that’s well
said; | think there are a variety of nonuser
fee areas where those sane concerns are true.

I recognize and agree wth what you re saying,
and | think there are inportant benefits for
the public. It’s not just the law, we're
supposed to be doing things in certain
statutory frameworks, time frames; it best

serves the public’'s interest.
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W’'re not satisfied wth that; we want
to try and address that, too. And we think
that, |ooking at our processes, |ooking at our
resources, these are the things that we want to
broadly engage everybody in.

DR. KIPNIS: I'd like to nmake a few
cooments relevant to sone of the issues that
have been raised repetitively by Dr. Friedman
as well as Dr. Blout and others, and that is:

Consistency of recognition even wthin the

agency that it is science-based. For the four
years 1’ve participated in this conmttee,
every single official, well before your

admi ni stration, has always introduced the
conment that it’'s science-based. I ndeed, even
the |legal personnel have wused those terns.

The problem is there’s a distinction
bet ween hyperbole and substance. And if they
really nmean what they say their actions ought
to be based on.

I would present two things that are

argument ative, but nevertheless strike nme. One

is that science has been wused as the base for
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the FDA being involved in the critical 1issue of
t obacco. The issue of nicotine addiction is a
scientific-based phenomena. | ndeed, it was
known, but nmuch of that information never

released to the public even by industry in this

essence.

Al so, the epidemologic data relating
smoking with malignancy is well known. So
there are scientific bases that legitimze the
approach . On the other hand, a nmjor decision

was made on bionedical mterials based on a
political decision without substantive science
behind it. The breast inplant data is an
exanple of that.

So the consistency of the FDA from its
| eadership to its nost mnor participant has to
be consistent that we are science-based. Now
|I’ve heard that repeatedly said; but part of it
is a part of the, | wuld say celiac axis and
hypot hal amus other than just the white cortex.
Until it is felt deep, it won't be appreciated.

Now that is wthin the agency; but the

other is the public, that expects a great deal
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of the FDA, but doesn’t realize that its
decisions have to be based on the Dbest
guantitative data you can secure wth respect
to what science permts you to secure.

| think, therefore, the issue of
educating the public 1is critically inmportant.
But the public also elects representatives; and
nost of the representatives are public in this
sense, as well is their staff. And do they
feel that science is inportant?

I'll give you an exanple of where |
think Congress and its representatives and its
staff recognize that scientific-based
information, given in a neutral manner wthout
political inmpact was inportant. And that did
with the sunshine laws, and the |egal
interpretation constraining the Nationa
Acadeny in terns of its capacity to respond as
a neutral source of scientific information.

Wthin one nonth, both houses of
Congress unani mously passed legislation and it
was signed, acknow edging history going back to

1860, where a neutral scientific factual body
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should be free to present information but keep
the public infornmed; indeed, nenmbership of the
societies informed, and reports.

So that it 1is an educational event;
but I would say even internally, by what 1|’ ve
seen for four vyears, that has to be an espousa
at the highest Ilevels including the |ega
people who are involved to distinguish between
what is a political decision and what’'s science
based.

The other deals wth wuser feels. |
must admt, |I'm confused as to why industry on
one hand expects high quality, rapid decision-
making, but in essence is wunwilling to

acknowl edge that user fees basically are

personnel sorts -- it’s people; it’'s not the
conputers that are doing the work. Once you
have them it’s +the cheapest elenent. But it’'s
peopl e.

And yet to acknowl edge that wuser fees
are a legitimte basis for increasing the
guality of science so that you have better

people who nake the decisions is sonething |
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have a hard tinme to understand. It seens as if
one’s talking out of both sides of one’'s nouth;
and | acknow edge that” s a legal issue, that’'s
a political i ssue; but purely from nmanagenent,
how can you inmprove the quality of your
scientists if you can't also put into it the
cost of making the decision. In order to rmake
that decision, you need the quality people as
well as the nunber of people needed to reach
t hose deci sions. Those are comments; take them
or leave them

DR. FRI EDMAN: Let me address  briefly
both those areas. One is that we aspire to be
a science based agency, and sonetimes as
science unfolds we’'re proven to be correct or
we're proven to have not had all the
information in nmaking certain decisions.

I think that this body and the public
should hold wus accountable in a very severe way
for how well we wuse scientific information; and
that we recognize that at any nmoment in tinme --
as scientists we recognize this -- we have

i nsufficient information to have a full vi ew of
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t hings; and what we're <called upon to do is
make the best decisions given that nonent.
Then to be charged with reevaluating that
decision forever, as new information conmes in.

| hope that’s what we’ve done
successfully over the past couple of years,
anyway; because | think |’ve seen a lot of
serious commtnment to that sort of activity,
even in the face of very controversial
decisions in wvirtually all of our product
areas; where sonme conmmunity has said we haven't
gotten the science right, and other communities
have said that we have. And you can think
about that for foods, for devices, for drugs,
for wvirtually wevery area that we’'ve been
i nvol ved in. And we’'re prepared for that sort
of vigorous scientific discussion and even
controversy. That’ s nunber one

Nunmber two is, | actually think it’'s
not as worthwhile to focus on where resources
will conme from to do those activities that are
necessary for the agency as it is to decide

first what needs to be done and then at what
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| evel and with what sort of resources; and then

to decide where those resources should cone

from

Leaving aside the wvalidity of your
argurent , David, about -- you know, for a
particul ar area. And that’s sonmething that has
been discussed, it <can be discussed nmore. |
honestly feel that’'s not as inportant, because

there are a ton of other areas wthin the
agency that don’'t have wuser fees and for whom
resources for scientific activities are
absolutely essential.

So leaving aside that question,
because | don’'t quite agree wth your synthesis
of it, but that’'s not I nportant; you’' re making
the case that in order to do good reviews and

to manage portfolios properly, you need the

proper science. I certainly agree wth that.
Wat | wuld like to do is not to get involved
right away and where the resources wll cone
from because | think that’'s going to be

actually diverting and confusing and

cont enti ous
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Wiat | would like to do first 1is just
say: Wat do we want to do, Wuat is it going to
take, and then we wll decide how we wll pay
for it. Ot herwise we get short-circuited into

-- as you point out, these can be difficult,

contentious political and speci al i nterest

i ssues. W don't need to go there right vyet.
W wll need to go there, and |I'm not avoiding
that . I’m prepared to deal wth the

difficulties of t hose discussions; that's fine.
But let’'s do that third. Let’'s first deci de

what do we want and what is it going to take.

Let me just close ny section, if |
can, by apologizing; 1’ve got to run to another
meeting, and I'm sorry that | won't be able to

be here for a lot of the very inportant
presentations and discussions that wll take
place |later. But if people have comments
specifically for nme, you know how to get ahold
of ne. I’'m not in the wtness protection
program yet, so  --

(Laughter)

-- please feel free to -- Bern or
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Elkan or others wll convey things to ne; you
can get to nme directly. And I'm sorry, | wsh
I could stay for the rest of the afternoon
Thank you.

DR. KIPNIS: Thank vyou very nuch, Dr.
Fri edman.

Wy don't we go on to the next
presentation, by Dr. Leslie Benet, the
Subcommi ttee for CBER Review

DR. BENET: Let ne say sonething before

M ke |eaves, because | thought he was going to
stay for this part; because we are going to
disagree with his prenmise in terns of what s
needed for the agency, and we are going to
state nore of what our chairman had indicated
in terms of, that we are in a crisis situation
in CBER, and that the present approach that is
going on wthin the agency, which is reflective
of the government funding «criteria, 1is
something that requires a commttee such as
ours that are not enployees of the federa
government , to make recommendations.

Specifically, the conmmttee feels that
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with Senate bill 1305 presented in Cctober 22,
1997, the National | nvest ment Act of 1998,
where the bill calls for increased U S.

Government appropriations for basic scientific,
medi cal and preenptive engineering research in
f eder al governnment institutions, but that the
Food and Drug Admnistration is onmtted from
this, is a grave error that can lead to a great
crisis in health of the population and of the
econony.

So this conmmttee is going to nake
recommendati ons that will reflect what we
believe needs to be there, MKke, but also are
going to vigorously make recomendations in

terms of funding of the agency relative to

t his.

DR . FRI EDMAN: | appreciate that, and
wel come those coments. | don't see that as
inconsistent with what |’ve said.

My understanding is that vyou all have

had a <chance only to review the Center for
Biologics. And however passionately you make

the case for them and | think it's deserved --
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we have no disagreenment about that.

| don’t think you can say, wthout
having reviewed the other areas, that the needs
in one area are nore desperate than in others.
Make the case generally that -- if you can;, I'm
not trying to put wrds in your nouth -- if you
nmake the ,case that these are wurgent needs, and
I not only accept; | welconme those renarks,
that this is not at all inconsistent wth what
I’m saying, but that these are agency-w de
i ssues.

Wiat | look to this Board to do is to
help provide the perspective agency-wi de. Mak e

the best, most passionate, nost convincing case

you can, center-by-center as you review it; but
recognize, | think, what our scientists have
told us internally and what | think is sort of
generally accepted folk wsdont is that the

issues in CDRH or the issues in CFSAN or the
issues in CDER, CWM, are not fundamentally
different than the issues in biologics; and our
biologics | aboratories are an inmportant

nati onal resource. | think they're very
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valuable to us. | think they're essential to
our operating properly.

Make that case wherever you see it.
If you find that you don't see it for one of
our centers, fine, make that case. | sort of
doubt that’s going to happen. But it mght.

In the neantime, make your best case,
but realize that |1'm going to act as a
spokesman for all the agency. Our scientists
have internally gone over this process, and
they’'re continuing to do so. CBER has been
very clear about the needs that they have. |
find these |legitimate needs, defensible needs,
supportable needs.

So I'm not sure that we’'re saying
different things, except that you ve |ooked at

the first <center, you see this, you want to

make sure that we recognize this. | may be
putting words in your nouth and | don't nean
to.

DR. BENET: M ke, you would never put
words in nmy nouth.

But let ne say, that the report -- |
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don’t disagree with what your scientist said
and what your comm ttee viewed. W all in this
commttee here, the Science Board, very
strongly believes in the inportance of science
within the agency. But our report wll
differentiate the inmportance of |aboratory
science wthin the agency, and we do believe
there are differences of <centers in that
aspect.

No one believes that there are
differences in the need for science wthin the
agency as a whole. But | do believe, and this
commttee will make strong recommendati ons
relative to I|aboratory science.

DR. FRI EDMAN: Didn't you also review
some of the <clinical sciences? | thought you
also reviewed the statistical and epidem ol ogy
component; | think he did.

DR BENET: Yes.

DR FRI EDMAN: And that’'s very
val uabl e. | don’t want to preenpt your report,
but ny guess is you're going to say that there

is some excellence there and the resources that
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are needed there as well.

So with all due respect, it’s not just
the wet |aboratory scientist. As good and
inmportant as that is, and don't let ny remarks
be m sunderstood -- 1 think those are terribly
i mportant, but nmy guess is that what vyou're
going to say is that wherever there s
essential quality programs, that those deserve
proper support. And |I'm going to agree wth
you if that’'s what you say.

DR . BENET : Okay.

DR. KIPNIS: Thank you. w'll go on.

Subcommi ttee for CBER Review

DR.  BENET : Thank you, Davi d.

[ Over head]

I had the pleasure, over the past five
mont hs, of chairing a very prestigious group of
25 scientists and nyself, who carried out a
very vigorous review of the Center for
Biologics; and the report is available to the
Science Board, and | wll review the ngjor
issues in the report for the committee at this

time.
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[ Over head]

1 thought it wuld be worthwhile
reviewing the process. CBER proposed the
appoi ntment of an external peer review
coommittee to the Science Board as a
subcomm ttee on September 15, 1997; and in its
September 30 neeting, the Science Board
concurred. This committee was appointed 1in
Decenmber of 1997. In January of 1998 all
commttee nenbers received six huge notebooks
of docunentation to review prior to a four day
site visit of CBER on the NH canmpus, which was
held February 3-6, of 1998.

The committee reviewed one partial and
two conmplete drafts of the report, and has
unani nously reached consensus on this report
which we are presenting today to the Science
Board as indicated here.

[ Over head]

My slides are being shown by Dr.
WIilliam Fries, the acting Chief of Scientific
Advi sers and Consultants at CBER. Bill served

as the staff for the conmittee, and | greatly




10

11

12

13

14

15

16

17

18

19

20

21

22

23

70
appreciate all of the hard work that he and all
the nmenbers of his group in facilitating our
ability to put that report together.

The report consists of 12 pages of
public recomendations; a two-page
introduction, a one-page preanble, three-page
background and justification, three pages of
crosscutting issues and three pages of sumary
assessnents of the individual divisions within
CBER which we reviewed.

There are three appendices, a
commttee roster, the letter of appointnent,
and the full schedule of the site wvisit report
that are also included as Appendices A-C and
there’s an Appendix D of nine pages which
includes witten coments of review commttee
menbers that were not included as text wthin
the report itself; and we’'ll see as we go
through that these are related to sone
particul ar overall i ssues, and give you an
understanding of different viewpoints on the
comm ttee, but the strong sense of the

commttee nmenbers in this consensus
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recommendat i on

[ Over head]

There are also appendices E through N
consisting of 41 pages which provide detailed
eval uations of each of the divisions. The
summary of the divisions indicator on pages |o-
12, the summary assessnent.

W anticipate that the publicly-

di stributed docunent wll be these first 37
pages, and the 41 pages of the detailed
evaluations will not be publicly distributed,
since the report contained evaluations of

i ndividuals; it's just as if a site visit was
carried out and each individual scientist in
many cases, are reviewed.

| assune, though | don’t know it wll
work, but | assume that this can be obtained
t hrough Freedom of |Information, but then there
will be deletion of individual nanes that wll
be avail abl e. But the public docunent, Susan
will be available at the conclusion of ny
report to people in the room

DR. KIPNIS: Qutside the neeting room
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DR. BEN ET: Qutside the room It is
al ready avail abl e.

[ Over head]

Let me go to the next slide which is
from the introduction, paragraph 2, line 4, and
it is inportant because it reflects what | just
said to Dr. Friedman.

It also becanme apparent to the
comm ttee, which, including outstanding

scientists from academ a, major phar maceuti cal

compani es, the Dbiotechnology industry, nati ona
health institutes; both representatives from
the US and UK, and research foundations.

It was necessary for the commttee to go beyond
its specific charge and address the commttee’s
unani mous concern that inadequate funding for
CBER, particularly the inadequate funding for

| aboratory research within CBER, would risk
potential damage, not only to the health of the
popul ation of the United States, but also the
health of our econony by affecting an industry
that wll rapidly expand in the 21st Century.

Thus in structuring its report, the
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committee details wthin a preanble our great
concerns related to inadequate funding of CBER,
and recomendations attention to this issue not
only by CBER and FDA |eadership; but also by

Congress, the admnistration, the Department of

Health and Human Services as well as the
phar maceuti cal and biotechnology industries and
the public, whose health wll be at risk.

[ Over head]

On the next slide | give you an
overall summary of the nenbership of the 26
members, and their listing is in Appendix A of
the report. The committee was conposed of 16

academ cs, 3 representatives of what we would
cal | the major pharmaceutical i ndustry, three
representatives of the biotech industry, 3
individuals from the national heal t h

institutes, and 1 from a foundation. O the 26
comm ttee menmbers, sSix of them were nenber of
the Institute of Medicine of the National

Acadenmy of Sciences.
[ Over head]

When vyou look at the individual
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division reports, you wll see that this 1is not
a conmittee that wuniformy |iked what it saw at
CBER. There are very hard-hitting coments,

both in the summries and in the individual
reports about negative aspects of what we
viewed within CBER and recomendations of
things that need to be changed.
| make that point because the
unani nous recomrendations that we made reflect
i ndi viduals who have very strong opinions in
terms of the science itself but are wunaninous
in their view of what’'s inportant in ternms of
funding |aboratory research within this agency.
Wthin the introduction also, just in
a summary that appears on page 2 of the
i ntroducti on. Just finally, a brief assessnent
of each of the individual divisions is
presented in pages 10-12. More detailed
evaluations of each division are presented in
t he appendi ces. These contain internal program
reviews, and in nmany cases contain evaluation
of i ndividual research scientists; therefore

they will not be distributed outside the FDA as
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part of the commttee' s report.

These appendices were prepared for FDA
CBER senior staff, and therefore as nuch
detailed information as the reviewers wshed to
provide has been retained in the appendices
with only mninal edi ting. These appendices do
not follow a preset format, and reflect the
eval uation concerns of the individual comm ttee
menmbers; and these appendices are available to
menbers of the Science Board.

[ Over head]

The first paragraph of the preanble
i ndi cates: It is the general consensus of the
review committee that the issues we are
evaluating here have major health inplications
for the United States. | nadequat e funding of
CBER can be predicted to lead to a crisis in
terns of health outconmes as well as a crisis of
confidence in the ability of our national
regulatory authorities to maintain health,
since the therapeutic, prophylactic and
di agnostic agents, about which CBER advises and

regul ates affect all aspects of the well-being
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of our popul ation.

These areas of CBER concern include

vaccine in all age groups wth particular
concern for children and the elderly. The

bi ol ogic diseases that are of great inportance
to us as a population such as AlIDS The safety

of the blood supply in this country, and the
identification of infectious agents that could
contam nate various products that are
distributed to large portions of our

popul ation.

W go on in the second half of this
first paragraph: In addition, the Center for
Biologics, Evaluation and Research at present
regul ates the nopst rapidly expanding sector of
our drug industry; facilitating the United
States to be the leader in the devel opnent of
new technology and new products that relate to
biologics. This industry is an inportant
fi nanci al conponent of our econony. It is the
consensus of the review commttee that for our
i ndustry to receive pronpt and appropriate

regulatory reviews, as well as for the ability
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needs, it is of utnost inportance that the
scientists in CBER have research capabilities
at the cutting edge that allows them not only
to understand rapidly expanding methodol ogies
to evaluate vaccines and biologics, but also s
that CBER’s scientist-reviewers can interact
with their colleagues in industry on a
knowl edgeabl e, scientific and technicalogic
basis so that the appropriate recomendations
can be nade.

It is the <consensus of the comittee
that CBER requires a strong |aboratory researc
focus and not a virtual science review process.

Ot herwi se, we risk the potential to danmge not

77
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h

only the health of the population of the United

States, but also the health of our econony in
terms of an industry that in the 21st Century
will expand by leaps and bounds.

Further on in the preanble, the
commttee recommends to the Congress, to the
admi ni stration, to the HHS and to the Food and

Drug Admnistration that it s greatest
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i mportance to provide the appropriate support
in expanding funding to CBER so that cutting-
edge research and «cutting edge scientists
continue to be attracted to work 1in an agency
that is so central to both the health and

wel fare of our econony.

W wurge those reading this report to
recognize that the cost-effectiveness of the
products and functions regulated by CBER is
enor nous There is no doubt that the nmjor
financial savings which we wll mke in health
econony are in the area of prevention. It is
CBER within the Food and Drug Admnistration
that regulates and approves vaccines which the
comm ttee recognizes as the |eading contributor
to preventive medicine.

[ Over head]

Continuing on in the preanble: The
review commttee, 1in expressing its strong
support of the need for |aboratory research in
CBER recognizes that this position is contrary
to the experience of +the agency and the

i ndustry and the

review and approval of drugs
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by CDER, the Center for Drug Evaluation and
Resear ch.

This position also differs from the
perception of Pharma, in the recent
renegotiation of PDUFA, the Prescription Drug
User Fee Act authorization, who felt that the
regul ated industry should not pay for CBER
research. However, it is inportant to
recogni ze that biological are different from
drugs . Drugs tend to be low nolecular weight
subst ances, capable of conplete physical-
chem cal characterization which defines product
quality and which provides a basis for
production of consistent, safe and effective
product.

In contrast, biological tend to be
hi gh nol ecul ar weight substances which are |ess

capable of conplete physical-chem ca

characterization | therefore, product quality
depends on in-process control and process

validation to a greater extend than for

chem cal drugs.

Continuing on in this conparison
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between drugs and biologics within the
preamble: Manufacturing methods for drugs can
generally employ non-physiological processing
conditions which provide an effective barrier
to product contamination by adventitious
contaminants.

For biologicals, the dependence of
biological function on delicate physical
structures usually prevents the use of harsh
processing conditions which are typically
employed with chemical drugs. Thus, some
biologicals have historically been associated
with adverse reactions and death related to
adventitious contaminants, particularly for
those products with little opportunity for
removal or inactivation of adventitious agents.

Again continuing in the preamble: The
committee believes that a credible emergency
response by CBER to adventitious agent problems
associated with marketed biological products,
including blood and blood products reguired
immediate availability of a laboratory-based

team of experts who understand both the
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pot enti al adventitious agents involved in the
scientific manufacturing control and clinical
aspects of the product.

|'m sorry; the last three cane from
the background section which justifies -- that
comes from the background and justification for
the preanble. So these were why we made these
reconmendat i ons

[ Over head]

We conclude this justification: In
sunmary, this review committee echoes the views
of our predecessor FDA Science Board
Subconm ttee on FDA Research, that was convened
and chaired by Dr. David Kern, by affirmng
that the FDA, through a vigorous, hi gh-quality
i ntramural program of scientific research
provi des the essential foundation of sound
regul atory policy and performance, and ensures
that the FDA is and wll continue to be in the
best position to carry out its statutory
responsibilities to protect, pronote, enhance
and affirm the health of the Anmerican people.

In light of the need for a vigorous
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cutting-edge modern research program the
decrease in the agencies “and particular CBER S
budget in both dollars and full time equivalent
staff is a mjor concern. The review committee
believes strongly that depleting the agency’'s
base of intramural scientific expertise nmnust
inevitably comprom se the quality of review and
regulatory activities as well as potentially
adversely affect the health of our population
and our econony.

Basically, the preanble and the
background justification are for this overal
view of funding of science wthin the agency
and our strong belief that the science,
| aboratory science in CBER is different than in
many other areas and cannot be carried out
effectively with a virtual science program

W then went on, in a series of
crosscutting issues, that the |aboratory
science in CBER is different than in many other
areas, and cannot be <carried out effectively
with a virtual sci ence program

W then went on, in a series of
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crosscutting issues =-- and | am not giving you
the entire report, |I'm just giving you sone

hi ghlights from it -- in the crosscutting
issues, in recomending support for a strong

| aboratory research focus in CBER, the
commttee recognizes this research nust be

m ssion-oriented and conplementary to the

| aboratory research prograns of the regulated
i ndustry, rather than duplicative of the
research ongoing wthin the industry.

Particularly, we indicated that there
was one area where we felt it was extrenely
inportant for |aboratory research to be within
CBER; that is in fact why you need this
research in CBER and it is not at al
duplicative of the industry, and that is in
this paragraph.

It was recognized by the comittee
that a |aboratory research function of CBER,
which is critical to the maintenance of
competence of agency scientists relates to
anal ysi s. Through the agents that CBER

regul ates and discovers in its own |aboratory,
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this agency has available a critical set of
macronol ecules for analysis and
characterization

Both the world and the agency are in
serious needs of nmethods for characterizing,
measuring and nmonitoring these agents. Efforts
to develop these nethods are not what they
should be at CBER probably for budgetary
reasons.

W believe that CBER needs to be anong
the best regulatory agencies in the world, and
proactive in responding to the needs of society
and of manufacturers. The commttee

recomrends that CBER <create a new neasurenent

science unit. That goes on in nmuch greater
detail wthin the report.
[ Over head]

These are other areas, crosscutting
i ssues: The commttee strongly recomends that
CBER institute an approach to quality assurance
of controlled testing, and that CBER <create and
evaluate standards for nmeasurements carried out

within CBER research that are comensurate wth
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what CBER expects to see for data that are
subnmtted to the agency by the regulated
i ndustry.

The commttee also noted that the
statistical criteria which CBER scientists set
for thenselves are far below the standards that
the agency requires for the regulated industry.
The commttee believes it is inportant that
CBER use appropriate statistical criteria in
evaluation of their own research data, and note
a general lack of interaction of CBER
| aboratory scientists with their statistician
col |l eagues.

In the design of studies to validate
assays and to analyze the results of the animal
nodel work, CBER scientists should have
statistical i nput prior to carrying out the
studi es. The commttee believes that a smal
group of two or three statisticians should be
dedicated to supporting |aboratory science
presently ongoing wthin CBER

Further on in the crosscutting issues:

The commttee recognized that there are
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greater comunication problems within CBER than
have been recognized by the senior
adm nistration . One aspect of this
conmmuni cation problem is the |lack of
recognition of duplication of research in
different areas, or at least recognition that
different scientists, working on the sane
project, are often not communicating. The
conmmittee is also concerned about the esprit de
corps of the group itself, although the
conmmittee recognized that some of this
dispiriting attitude relates to financial
cutbacks leading to FDA downsizing of science
at a tinmne when the climte for strong support
of science at NH is markedly inproving.

Wthin the «crosscutting 1issues, we
actually spoke directly toward the budget to

give you sone awareness of what has happened in

t he budget. The commttee recomends that the
research budget be restored to at Jleast 1994
| evel s. In that year the CBER research budget

was $18.4 nllion of a total CBER operating

budget of $44.5 mllion. This excludes
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salaries for full time equivalent scientists.

The corresponding figures for fisca
year 1998 are $6.9 mllion for research budget,
and $25.4 mllion of the total operating
budget . In addition, new noney wll be needed
for new initiatives such as the mnmeasurenent
science wunit recomrended here and new
strategies that can enhance the program as well
as providing funds for special pur poses.

Then at this time wthin the report
|’ve basically given you sone of the text from
the introduction, the preanble, the background
and justification and crosscutting issues; |
w | | not give any of the details of the
i ndi vi dual division reports, but there are now
three pages summarizing each of the divisions
and our recomendation for those divisions.

[ Over head]

Followng that 1is appendix D, which is

the Jlast slide. In preparing the commttee’s
report, a nunmber of insightful comment s
provided by commttee nmenbers were not utilized

directly. Since these coments provide further
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understanding of the commttee’'s views and
rationale for the commttee’ s recommendation
concerning the need for funding of |aboratory
research at CBER, 16 of those comments are
appended here under three topics.

The first, research is a central part
of CBER’s regulatory role; two, the mssion
rel evance of research at CBER; and three,

research efforts at CBER and federal funding of

science.

So M. Chairman, | provide the entire
report to the Science Board. We enjoyed our
opportunity to review CBER I think we have
made sone tough recomendations , but | think
our report is in agreement wth our previous

position of Dr. Kern's conmmittee in ternms of
the need for vigorous science, and particularly
within CBER of |aboratory science wthin the
FDA. Thank you.

DR. KIPNIS: There are two other
menbers of CBER here, Dr. Kathryn Zoon is
Director, and Dr. Neil Goldman, Associate

Director for CBER, who mght wsh to also nmake
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some conmments

DR. ZOON : Thank you. One, | would
personally like to say thank you to this
comrittee and especially to Dr. Les Benet for

the trenmendous effort that was involved in this
revi ew. I'’d also like to thank all the
commttee members; in particular Dr. Tom

Waldman who cochaired wth Les during the site

visit.

This is a wvery, very inportant review
for our Center. It has been enornously
i mportant, not only for wus in terns of helping

us to focus priorities at CBER at a tine when
resources are becomng very limted, but it
also is very inportant because as this report
suggests, the inportance of the wrk at the
Center for Biologics is incredibly inmportant in
the public health realm

This conmittee spent four what |
consider grueling days hearing many, many
presentations by a l|arge nunmber of our
i nvestigators across all progranms of the

Center; and they included our |[|aboratory-based
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prograns and as Dr. Friednman alluded to, a
number of our non-|laboratory research prograns.
The coments that we received during
the course of those discussions were on target,
very thoughtful and insightful. W got a |ot

of good feedback during the course of those

di scussions that | think have been hel pful
al ready.

I'd like to say that |I'm not going to
respond to the report now because | think such

a report needs to have a very thoughtful and
appropriate response. W will do that at the
Center; senior nmanagenment will take this, | ook
at each of the issues, prepare an action plan
and a report which we wll provide back to this
commttee and present to this commttee at the
time you believe s appropriate.

| just want to say that from the
Center for Biologics, we believe that this wll
help guide wus in our resource planning; and
two, we believe it’'s very nmuch on target wth
our strategic plan. And we are very grateful

to all of you for this opportunity. Thank you.
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Nei | ?

DR . GOLDMAN: Yes, |I'd also like to
echo Dr. Zoon . I could not thank the commttee
enough . This was a grueling experience, if

only at the beginning when we sent you those
six huge books of information to read; and then
to go on to those four conplete days.

I think I'd like to add to what Dr.
Zoon said that this in fact has been enornously
val uable process, review process for wus. W
are having to look in a very demanding way at
how we wuse our current resources, and your
advice is going to be critical to that wuse.

That in fact was part of our strategic

plan, to have a commttee that actually

overvi ewed, at an upper level, the actual
research that went on. So the total research
program And then to wutilize that for doing

prioritization, this is very helpful to wus.

I"d like to think that this process in
fact should not end; that this is simlar to a
process that s actually ongoing at NH where

they are, they have their institutes reviewed
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every ten years, in a simlar nanner at an
upper level. |  would hope that that’'s the case
here , that we maintain this oversight.

It’s critical to wus, as D. Blout and
others had nmentioned, in terns of getting the
message out that we do research in that it’s
important to the FDA;, and that the FDA
understands its inportance. I think it 1is
critical that we have an oversight comittee
that reaffirnms this.

I"d also hope that part of that
conmmittee may go on to be a nore maintenance-
type committee that would provide counseling to
the Center on a nore frequent basis, maybe
every six nonths or so. And | think Dr.

Schwetz wll be talking about that when he
refers to peer review

| guess wultimately | think that this
was valuable to wus, and | agree wth Dr.
Friedman that you didn't have an opportunity to
see the others; and | wuld think that that’'s
sonething of a <challenge that he’s nmde to this

comm ttee, and in fact you should be |[|ooking at
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all the other <centers in the same light, wth
the same anount of criticality.

So | hope that his concerns are taken
seriously. So again, | wuld Ilike to thank the
committee for an outstanding |ob.

DR. KIPNIS: Thank you.

Dr. Blout, do you have any coments?

DR. BLOUT : Yes. | want to add ny
word of thanks. You did an outstanding job,
and we’'re all grateful for it. But it’s only
t he beginning. And after lunch we should at

| east think about where we go from here.

I don't want to see this report
buried; and how do we get the word out in a way
that’s nost useful to CBER and the agency?

DR. KIPNIS: |, too, | think 1 speak
on behalf of all the board nenbers, this is an

extraordinary report and you and your

colleagues | think are to be congratulated.

What inmpressed nme as | read through
the whole report, which is substantial, was the
willingness to make very candid coments but

not get lost in sone of the details of
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positivity and negativity in terms of the
overall conceptualization of science and CBER
and where it should be going and what resources
are needed, what organizational recommendati ons
should be given serious consideration. I
thought it was really extraordinary.

Al so, the next issue relates very well
with what just has been done; nanely, peer
review in the system so it allows a certain
continuation of the generalities of the report
to be considered; and | think also a break
woul d give other nmenbers an opportunity to
formul ate sone concrete questions that can be
raised before we bring recomendations to the
Board for acceptance.

Dr. Cuatrecasas.

DR. CUATRECASAS : 1711 mke a few
comments that wll throw a little bit of <cold
water on sone of the euphoria. The gl obal

issues that Dr. Friedman spoke about
previously, and independently it really did
disturb nme because | think overall it’s

possible this report could be counterproductive
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to the overall process of what we're trying to
achi eve.

The specific charges given to the
commttee are very clearly stated in Kathy’'s
letter from Decenber 22, and they don’'t have to
do wth justification or rationalization of the
research, or how critical the research or the
activities of the division are to public
health, to international health, or all of the
wonderful things we heard about.

They had to do wth devaluation of the

current research prograns; and specifically,
more specifically, they are all very clearly
spelled out. But the evaluation of the

research programs for their scientific quality,
m ssion relevance, and scientific managenment
and | eadership. That’s it in a nutshell.

Now, that was done, and | think that
was done admrably well and is very valuable.
Those parts of the report | found extrenely
useful and 1 wuld think that the agency would
find very -- the center would find very useful.

The problem | have is that the nmgjor
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thrust of the report is in the beginning, and
the parts that are highly editorialized in a
gl obal sense; and | think these are in contrast
or in contradiction to David Kern's commttee,
to their recommendati ons.

The commttee struggled for a year,

year and a half, wth science at the FDA Not
CBER but | aboratory science was debated and
di scussed. | was a nenber of that commttee.

W struggled and we cane to the very strong
conclusion that we had to strengthen the
scientific base across the board; the
technol ogy, the science, and the |aboratory
across the Dboard.

Now this report seens to ne to try to

di stinguish CBER from the others. Certainly
there are differences -- | wll not debate
that; there are differences. But in singling

out those differences and seeing how unique
they are, the inplication is that the others
are not so inportant. And there are sone
specific areas where there’'s alnpbst an

adm ssion that the other centers do not need
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| aboratory science, and they don’t need the
same kind of scientific quality as CBER

| think this has been based, not on an
incorrect assessment of what CBER is doing, but
in ignorance of what the other Centers are
doi ng.

There are a series of justifications
which | think are contrived. The notion that
this is the mjor area of health prevention
because of vaccines, that's okay if you're
thinking 50 years ago. But now, can we say
that the activities of CBER are nore inportant
in prevention than food and nutrition, than
avoi dance of carcinogens? Can we say it’'s nore
i mportant than prevention of diabetes, early
detection, or tied to diabetes or Alzheimer’s
di sease, prevention of cardiovascular disease?

Wre in an era wiere the tools that
CBER is wusing and the tools of biology, the
tools of genetics, are not being applied in a
preventive measure, in a preventive way across
the board. And also not only in human areas.

This is just one exanple; we can go
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on . The other uniqueness that is <clained is a
nmol ecul ar one. Now, | can’'t accept that
| aboratory science should be greater than CBER
simply because the nolecules are big and the
other ones are small. | nmean, it has to be
based on the biology, the nedicine, and
something more fundamental.

The big nolecules, the polynmers, the
DNAs , the proteins, the -- wthin small
mol ecul es, there are very many -- there are

mol ecules that may be genotoxic, nmolecules that

are small, that have uniqueness just as nuch
because they <can integrate into DNA or into
genetic material. It may have long term
consequences. ls that Iless inportant? Just
small nolecules are steroidal nol ecul es;

they’'re also equally difficult. They are

nol ecules that are made by fernentation. They
are small nol ecul es, they're also very

difficult to produce, if we talk about

production.
Certainly vyou can’'t deny that there

are unique aspects to producing and
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characterizing proteins, but they're equally
uni que features about other kinds of nolecules;
so please let’s not say that those things
justify wvis-a-vis other centers and other
activities.

So I'm a Ilittle concerned that iif we
do this for all the other centers, we're going
to come up wth a bunch of reports, each one
beating their drums, and we’'re not going to get
anywher e

| think as Mchael said so eloquently,
W have to address the fundanental issues of
how do we elevate the quality of science for
the FDA David Kern’s commttee enphatically

said that to do that, we need active scientists

in the FDA, and we need them everywhere. Some
places wll be nore than others, of course; and
each center, weach division, wll have its own
character, its own differences, and | think

what we need to do is to respond to that.
But those are the aspects that concern
ne . | present them dramatically --

DR. KIPNIS: No, no, Dr . Cuatrecasas;
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DR. KIPNIS: But | do think that the
issues do have generic qualities; and | think
that it wll be inportant for this conmttee to

acknowl edge that this is a focal report that
raises the issues that have to be addressed on
a much nore broader base. But there are

| egitimate requirements for CBER itself that
have to be addressed at the sane tine.

I think it best if we break so we al
have tinme to think about sonme of the comrents
we meke, because they do lead into the peer
review process, which has to be total
institution.

DR. BLOUT : Wat tinme do you want us
back?

DR. KIPNIS: Due back here at 12:30.
Try and nake it even earlier if you can.

[Luncheon recess; 11:44 a.m]
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A F T E RNO O N S ES S | ON
[12:45 p.m]

DR. KIPNIS: I would like to call the
afternoon session to order to order, for the
Sci ence Board. There were two things that the
Chair neglected to do that has been brought to
my attention.

One was to ask the comittee whether
they accept the Toxicology subcommttee report
to proceed with the plan as presented.

Is there any discussion?

W need a notion.

[ Motion.]

DR. KIPNIS: Is there a second?
[ Second. ]

DR. KIPNIS: Al in favor?

[Voice vote.] [Passed. ]

The next was, should the Science
Comm ttee accept the recomendations of the
Biomaterials Forum not to proceed further
because of the discussion that ensued, wth the
expl anati ons being offered.

Is there such a notion?
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[ Moved and seconded.]

DR. KIPNIS: Al in favor?

[ Voice vote.] [ Apparently unani nous. ]

DR. KIPNIS: I would like to add one
addendum, if it’s agreeable; and that is that
we ask the individuals involved, particularly
at the FDA, to give wus a followup sonetine
next year or the end of this year as to what is
happening in this arena so we keep inforned.

Then we wll continue with the CBER
revi ew. Are any additional comments that the
committee w shes to mke vis-a-vis the CBER
revi ew?

DR . CUATRECASAS | just want to
perhaps clarify my comrents, because it’s
possible again in the end that | was trying to
be fairly enphatic. And | didn’t want to
project as totally negative.

It’s a very valuable report, and I
think a few mninor editorial changes, a few
m nor editorial changes in the beginning,
particularly those that would inmply that there
are other divisions, other <centers of the FDA
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that do not need perhaps simlar Kkinds of
t hi ngs .
So the uniqueness wthin this is such

that it needs research above any of the others,

| think to renove that ki nd of i nf ormati on.
Ot herwise, | think the report is a nodel, and
the substance of it could be wused, | think as a

nodel to show the integration of good science
with good regulation.

DR. KIPNIS: That's the way | think
many of wus -- 1 took your coments in that
context, that this is the format that can be
used for a nore systematic review, and that it
could be very useful for the future chief
scientist to have this kind of database
available to whoever sits in that position to
adjudicate the kinds of natural conpetition for
resources that any institution would have.

I would like to make the suggestion
that now that the final report has been given
to us today -- by the way, your old reports, if
you brought them wth you, <can be left behind

in the box which wll be shredded; but take the
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reports with you. And | would Ilike to have
each of the menbers of +the <conmittee then
submt to either Dr. Blout or nyself whatever
additional editorial comments or nodifications
you felt appropriate that we could then
incorporate and then <check wth all of you to
see if that’s acceptable before final action is
taken on the report.

DR. BLQAUT : I wouldn’t think we’d have
to send you the whole report; we'd just send
you any nodified pages, if that’'s satisfactory.
And as |'ve said to Les, 1'd like to see a
little nore enphasis on what CBER has done
right out front so that we can wuse this in a
way that’'s appropriate for the agency to use

it.

And |I'm counting on Dr. Zoon and Dr.
Neil Goldman to give wus that kind of rmaterial.
DR. KIPNIS: Is that agreeable wth

the Science Board?
DR. BLQAUT : It’s up to the Chairman.
Les, is that okay wth you?

DR. BENET: Yes, that's fine.
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DR. KIPNIS: Then we'll go ahead wth
the program Dr. Bern Schwetz 1is going to
present --

DR. BENET : I"m sorry; | wuld like to
make some comments in response to Pedro’'s
comments --

DR. KIPNIS: Of  course.

DR. BENET: -- and to everyone else
and justify why <certain things are in the
report and what’'s the feeling, concerns of the
comm ttee.

I think nost of you are aware that |'m
not an expert in CBER There were 25 experts
in CBER on this conmttee, and the report
reflects the strong feeling of the individuals
in the areas of Dbiologics.

The report includes the wording that
i ncludes, because this is the wording that the
commttee wanted to have there. But | think it
is inportant to respond to Dr. Cuatrecasas’
coments and to at least give you the reasons
why sone of these points were there that vyou

find objectionable at the present tinme, or of
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concern at the present tine.

There was a recognition wthin the
comm ttee, and certainly from the industry
menmbers on the conmmttee, that maybe the
biologics comunity had not paid close enough
attention to what was happening in the PDUFA
reaut hori zation . Because one of the real
i npetuses for Dr. Zoon asking for this report
is the necessity for cutting in essence her
science budget in half and her scientists
within CBER in half as a reflection of the
PDUFA reauthorization.

Commttee members strongly felt that

there was a difference between biologics and

other issues that cone before regulatory
agenci es. And they wanted that information in
t here. So they felt it was nobst appropriate

and necessary to contrast Dbiologics wth drugs,
for a very inportant reason; and that’'s why
that information is there.

The PDUFA original five vyears and the
reaut hori zation recognizes the accomplishments

of the agency, particularly the Center for
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Drugs, 1in rapidly approving and Ilowering the
waiting time and neeting the guidelines and
goals that were set for the agency in terns of
their review process wth the idea that this
noney would be wutilized to increase the nunber
of reviewers wthin the agency and not be used
for other purposes.

So there is a record of great
acconplishnment; and in nmy mnd, that
accomplishment is primarily in the area of
drugs .

Wen the Science Board heard the
recommendation from the subcommttee that Dr
Cuatrecasas was a nenber of, in terms of the
i mportance of science wthin the agency;
everyone believes that and thinks it is
correct, but there was basically no
justification in that report for why we needed
science in the agency.

And the nmenbers of this comittee felt
strongly that they needed to say why we needed
science in CBER and |aboratory science.

Because it was apparent that drugs succeeded
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through the PDUFA in essence in a virtua
science environnent . There is not large
amounts of funding for |aboratory research, and
a virtual science environment concentrating on
biostatistics, on epidem ology, on clinical
aspects, seened to have done very well

Their concern is that a virtual
science environnent in Dbiologics wll not work,
and that is why this report was witten in this
way; and perhaps | did not do a good enough job
in pointing that out. They feel that the
science in biologics is nmoving so rapidly and
that the technology that 1is changing in terns
of the information that scientists wthin CBER
must have to do a good review is that if you
are not doing this science, Vvirtual sci ence
will not suffice.

And that is their position. They
pointed out that since virtual science has
succeeded in drugs, that although | <can
understand the <concerns of this Board, and this
Board is going to nmke its own recomendation

the nmenbers of the commttee felt strongly that
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they needed to differentiate what was the
issues in biologics versus the issues in drugs;
and that’'s why that information is so hard-
hittingly put wthin the report.

So it is the commttee’'s belief that
this is sonething that has the potential to be
a crisis. And they do not want to have to face
reviewers within CBER who are not at the
cutting edge of the science. And their strong
feeling, not necessarily doing the sane
science, but doing |aboratory based science
that is concentrated on the neasurenent aspects
of what is being evaluated here is where the

enphasis was in this report.

So | can understand Dr. Cuatrecasas’
concern; | can understand the concerns of the
Science Board, but | wanted to reflect to you

that these were not issues that were not

consi der ed. And it was strongly felt by this
commttee that it necessitated a

differentiation between the types of science
that is done at least in drugs and in biologics

and by expansion from that, probably in other
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agenci es, also.
| personally do not feel, ny own
per sonal comment, that it’s going to be
possible for wus to have an effective

reconmendation if we suggest that science is

the same everyplace throughout the agency; | do
not believe that. And the group of people

that Dr. Friedman talked about in ternms of
maki ng these recomendations , that everybody
needs |aboratory science; | agree everybody
needs | aboratory science. But | think that

there are big differences in the kinds of
science that you need and the expertise you
need in the different divisions, and that’s
reflected in this report.

DR. KIPNIS: Any coments, Pedr 0?

DR. CUATRECASAS Well, ny view is
that the activities and the value of CBER stand
on its own nerits. | ndependent of what was
happening everywhere else wthin the agency.
Wthin CBER there are differences anmpbng the
di visions, and they do not all require the sane

kinds of |aboratory expertise that vyou're
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descri bi ng.

The kind of assessnment and scrutiny
which has just occurred for CBER has not been
done wth the other centers. So how can we
judge? We touched other areas which have
equally rapidly noving scientific
br eakt hroughs . A large nunber of the things
that are happening at CBER are going to quickly
be applicable to neuroscience, they're going
to be applicable to bacterial di seases, they're
going to be applicable to all kinds of things,
and vyour divisions are going to be Dblurred.

so there’s no need, | think, to exalt
the scientific need of CBER as sonmething unique
insofar as it reflects on other <centers of the
FDA. So that would be ny only point, is that

t he uniqueness that you describe, Vyes; but

every other center is also unique.
DR. KIPNIS: "Il  just make one | ast
cooment , if | may, and that is that the

organi zation of the FDA into centers inplies
het erogeneity of needs. Ot herwi se, why have

di fferent centers?
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I was discussing with Dr. Blout, what
happens when potatoes are used as a source of
vacci nes? It’s going to be the Departnent of
Agriculture and the FDA are going to be
involved in that. What happens when proteins
are isolated from tobacco |eaves that are going
to be routinely wused as drugs? Is that going
to be Agriculture or is that going to be the
FDA, and who in the FDA?

So that the issue of science per se is
critically inportant, and we all recognize that
science is not honbgeneous and that -- well, it
is in a generic sense, but what does it nean to
you, scientific method? But the details of
science wll reflect what is for that tinme the
maj or domain of one of the activities wthin
But we also recognize, even in the report that
I think was well witten by Dr. Benet, even
there the capacity of one division to talk to
another division and interact is critically
i mportant because they're sometimes
replications, sone of which are good and others

of which would be Iless good than could be
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existing el sewhere.

So | would think that the conments
nmade on the report wll be nore in the -- not
in the substance, but in the effort to get
across that here is sonething that should be
enmpl oyed throughout the system in terns of peer
review, so that eventually a coalesced
presentation for the needs of science can be
made to the agencies that we're going to be
dependent upon to support this, which is
primarily, it seens to ne, Congress . But
Congress’ receptivity will certainly be
exacerbated and sensitized if the public also
accepts this, as does industry.

So | wuld think that the editorial
modi fications wuld be nore focused on -- this

is used as an exanple of what can be done

rather than as an endpoint in itself.

Does that reflect -- that's | think a
critical point that should be made. If that’s
agreeable, we wll now go on to the next
session in which Dr. Schwetz will present

Science at the FDA. Unfortunately | wi || be
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leaving in about 25 mnutes, and D. Elkan
Blout has wth graciousness accepted the
responsibility of carrying on in my absence.

Peer Review Process

DR. SCHWETZ: Thank you, Dr. Kipnis.
Before | proceed on to the discussion of
science at the FDA, my | conme back to one
other point of the peer review process, and ask
for some additional i nput ?

The assunption is that we are going to
proceed through other centers wth the peer
review process simlar to what has been done
within CBER. But what | would ask of you is
whether or not you could provide wus either from
within the committee itself or from the Center
or from the other Science Board nenbers for any
addi ti onal input in how it should be done
differently in the other centers in the future.

There are a 1lot of dinensions of this
that we ought to examine one by one; the anount
of information you received, the nunber of days
it took, the Ilevel of detail into which the

reviewers went to get this picture of the
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Center. How could we get a broader comparative
view of what’s going on wthin nultiple
divisions within a Center as opposed to a
glinpse of 12 divisions fairly independent of
each other.

There are a nunber of things that |
think we need to <consider as we design the
review process for the next one.

DR. KIPNIS: Bern, | wuld also nake
the coment that | think the commttee wll
have the <chance to review the issue of peer.

But | notice in the proposed peer review FDA
structure, several of us don't believe that the
position of the <chief scientist 1is

appropriately recorded 1in the hierarchical
structure of what has been designed here.

Many of us thought that the chief
scientist should have direct access to the FDA
comm ssioner, and that the Deputy Conmm ssioner
for Operations inplenments what the FDA
comm ssioner and chi ef scientist, and whatever
executive group that 1is decides should be

i mpl emented; but not that the chief scientist
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is sort of a homunculus to decide between the
deputy comm ssioner.

I rely on others in this group to also
make their comments; and you can put them into
witing if you like, wusing capital letters.

DR. SCHWETZ: The chart that Dr.

Kipnis is referring to is one that's in your

tab -- under the heading of Peer Review
Process. It’s the <chart that 1Iooks |ike this.
DR. CUATRECASAS It’s also, the
description of chief scientist, the
announcenment of this. And David, this also
strikes nme, | don't believe it was the
recommendation of the Kern commttee; | think

the recomendation was --

DR. BLOUT : He would sit Dbeside.

DR . CUATRECASAS -- very strong that
the chief scientist should report directly to
the comm ssioner.

DR. KIPNIS: Thank you for pointing
that out. I agree with vyou wholeheartedly. So
we can voice our opinions to whatever is

ultimately decided.
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But | agree; | think that as presently
constituted, that’s not what the Science
Committee had for the position of the chief
scientist.

DR . BLOUT : And that change <could only
make the position nore attractive.

DR. SCHWETZ: As we discussed this
internally, there are two things that | think
need to be acconplished, if you stand aside
from the question, for the mnute of where that
line is.

First of all, the chief scientist nust
sit with the deputy comm ssioners and the
comm ssioner in deciding the overall policies
within the agency. But the other part that has
to work is that the chief scientist also sits
with the ~center directors. Ot herwi se, the
operating space between the <chief scientist and
the <center directors wll be such that there
won’t be any bridging.

so this was put together as a hybrid
to permt the chief scientist to work directly

with the comm ssioner on the FDA executive
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comm ttee, but to be sure that the chief
scientist nmet wth the center directors on a
weekly basis on the business of the agency and
operations.

So vyour additional input would be very
wel come on this, but those are the two things
that we were trying to acconplish.

DR. LANGER : | guess the question is,
who does the <chief scientist report to?

DR. SCHWETZ: For this <chart, it’'s a
direct I|ine report to the deputy comm ssioner
for operations. And that’s what your question
is.

DR. LANGER : Yes. Because | don’t
t hi nk anybody would question the other issues
that you just raised. | think the question is,
what | just asked.

DR. SCHWETZ: Yes. We’'d welcome vyour
further input.

DR. BLOUT : VWo do the center

directors report to? Do they report to the

LU peruwlic Luc cvuaitrh-ocr1enirst - co-wEIR “LLwwoay

with the comm ssioner on the FDA executive
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DR. SCHWETZ: No. The center
directors and the director of the Ofice of
Regul atory Affairs report directly to the
deputy comm ssioner for oper ati ons.

DR. LANGER : Ri ght . My question was,
who does the chief scientist report to?

DR. SCHWETZ: In this «chart?

DR LANGER : Ri ght

DR. SCHWETZ: And in the
adverti sement, to the deputy comm ssioner for
operations.

DR . BENET : If | could just -- not on
this issue, but to conme back to sonme of the
guestions that Bern raised.

One of the real advantages of the

committee that | had was the dedication of
these outstanding scientists. And about 40
percent and naybe nore -- Dr. Goldman and Dr.
Zoon can correct nme -- were individual

scientists who had already participated in peer
review process at CBER.
SO we were not a group of people that

were |ooking at science for the first time. W




10

11

12

13

14

15

16

17

18

19

20

21

22

23

121
had people with great experience who had cone
two or three tinmes. | think that is an
i nportant part of this peer review process that
a good fraction of the commttee be very
famliar wth the science and be people who are
regul ar reviewers.

Dr. Zoon or Dr. Goldman, am | correct
on my percentages about that stuff?

DR. ZOON : That’s right.

DR. BENET: So | think that’s
sonething that needs to be built into it, and
that is why in four days, which was a huge
task, but we were not operating wth no
background about the scientists and about the
i ndi vi dual scientists.

In addition, one of the six volunes
that we received had all of those peer review
reports in it from the previous reviews of each
of the divisions. So we had the opportunity to
see previously what had been recommrended within
t he divisions.

So Dr. Schwetz, | think that’'s a real

i mportant conponent of how you do this; not
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only expertise wthin the group but expertise,
continuing expertise to make such a report
possi bl e.

DR. KIPNIS: I think those are very
good points you nmake.

Any other coments?

DR. CUATRECASAS David, | think the
only -- again, when | think about the role of
the chief scientist and some of the +things that
that person would do, what comes to mnd is the
report we heard, the CBER report, was critical.
And | think you said earlier, before we broke
for lunch, what’'s going to happen to this; we
don"t want this to sit on the shelf, we don't
want to keep this __ mssing forever. You
know, what would happen to it?

It could be wused very effectively by a

person very high wthin the FDA, ideally, the

comm ssioner. O possibly the chief scientific
officer could do that as well. But if the

chief scientific officer is working wth the
comm ssioner hand-in-hand, then | think the

conmi ssioner might be nore effective, say if he
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were to place this before a congressional
subcommi tt ee

This is, also beginning to think about
how do you <carry this report forward and try to
generalize it and try to catalyze nore interest
in a broader sense. One wonders whether --
taking this a step further, even whether a new
comm ssioner should be exposed to this
bef orehand, one at a time, and seek his or her
views on this report so that the concepts at
least are from the beginning understood and
also felt to be inportant in projecting them in
ori gi nal hearings, and back in the beginning so

it doesn't just take the secondary, tertiary

role.

DR. BLQUT : There’s one other issue
that hasn’t been verbalized today, but s on
the minds of some people. Wiat is the

relationship of the agency to the departnment?
And to HHS and to the Departnent of
Agriculture? And are they consonant wth the
view of the future of FDA?

DR. KIPNIS: | don’t know, Dr. Blout,
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if those discussions have gone on
DR . BLOUT : Well, they're below the

surface nost of the tinme, but they're there.

DR. SCHWETZ: Elkan, all | wuld add
is that | think this series of reports, this
one and the ones that wll follow, wll provide
extremely inmportant |everage for the

comm ssioner representing the FDA within the
di scussions at the DHHS level to try to get
addi ti onal support through the Departnent |evel
for the FDA

This is leverage that has to be
devel oped and used.

DR. KIPNIS: Okay.

Science at the FDA
DR. SCHWETZ: Under the heading of the

science at the FDA, there are several conment s

that | would I|ike to nmke specifically to the
issues that are laid out here; and then |[’ve
got one transparency that | would work from

that relates to sonething that you have wthin
your packets.

The coments that were mde in the
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review of CBER are interesting 1in the context
of the earlier discussions we’ ve had about
devel oping virtual science capabilities within
the agency, because the sense wup to this tine
was that in order to change one of the
di mensions of the culture of science wthin the
FDA is that we have to reduce the  barrier
between centers and have FDA scientists working
more closely together in the virtual sense;
that the scientists of the agency represent
capabilities of the agency to address
scientific questions.

And it’'s interesting, Les, to hear the
strength with which vyour group reported that
the that may not be, iif | understand correctly,
the way they would recomend that the science
of CBER be handl ed.

So | think we need to think further
what a virtual science center wthin the FDA
means. One of the things that 1’ve been doing
in the past year is neeting wth whhat |[|’ve
referred to as discipline groups; but they're

groups of experts wthin a specific field.
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The statisticians, the people who are
working in immunol ogy, the people who are the
neurosci ence individuals and so on, through the
chem sts, the mass spectronetrists. Groups of
this kind who represent areas of expertise that
go across the whole agency; one by one |I'm
neeting with them to have them think as a team
i ndependent of center barriers, center |ines,
and to begin to think of thenselves as an FDA
resource; so that at tinmes when we need help
across center lines, we have people who are
famliar wth each other and know what the
capabilities are elsewhere throughout the
agency.

So to the extent that that gives us
more of a virtual capability to neet needs that
go across the agency, we are working on that;
and we need to think of that in the context of
this CBER report.

One of the efforts to make people
better known wthin the agency to each other
was the developnment of this expertise database,

which we’ve summarized for you in the past
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We’'re now soneplace, something in the range of
25, 30 percent of the people whom we'd like to
have in this database are already in there.
That’s low and it’s not high enough to nake
this an effective tool, but we have sone
centers that are essentially 100 percent into
the database and others who are just starting.

So | have no thought whatsoever that
we're going to peak out at 30 or 40 percent.

W have to get that up to 80 percent or nore so
that this becomes an effective tool. Al the
centers in ORA are comitted to put their

people in here, who need to be in the expertise
dat abase; so we're continuing to populate that,
and | would hope that we would nake

consi derable progress toward that 80 percent
level by the end of the year.

In the area of research tracking, we
have now wthin the Office of Science collected
the definitions of all of the research projects
that are ongoing throughout the agency, and
that’'s something between 700 and 800 individua

research projects for which there is a protocol
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and a PI and a title of a study and so on.

This for the first tinme has permtted
us to analyze this database of sonme 700-plus
projects to identify what kinds of research the
agency is doing when you put all of the
projects from across the whole agency together
in one database and find out what percent of
this has to do wth nethods developnment, what
percent of it has to do wth agent-driven
research, what has to do wth «clinical studies
versus nonclinical.

So we're finally at a stage where by
default we can define what the FDA research
agenda nust have been, assumng that that
relates to what we're doing. Now with this
database in mnd, | am scheduled in the near
future to bring an evaluation of this
collection of projects back to the center
directors and the deputy comm ssioners to
define for them what our research program |ooks
like and to be a |little nore proactive in

deciding that | would not have expected that 50

percent of our research projects have to do
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with methods devel opment.

Do we want it to be 50 percent or
should it be nore or Iless than that? So | see
it as an inportant step toward noving us
forward in developing an FDA research plan
instead of a <collection of center research
plans that don't reflect a lot of integration
with each other or a lot of conversation; not
as nuch as we need.

So | think we’'re nmaking progress on
this. All  of the new projects that are
submitted for the next fiscal year, and that
will be developed over the sumer, all of those
will be submtted in a format that we can build
a database that’'s searchable and we can very
accurately describe what the research program
for the agency wll be in 1999 based on these
subm ssions that conme in at the end of this
year that represent next year’s research

W'd be happy to share that kind of
analysis and information wth the Science Board
at any time you would Ilike it, either for

informati on or for di scussi on.
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val uable, Bern, to share that because the
magni tude and the types of projects are not
known to the Science Board.

DR. SCHWETZ: Well, | would submt
they’re not wdely known wthin the FDA

(Laughter)

DR. BLOUT : And |I’'d agree.

DR. SCHWETZ: For exanple, for the

first time we wll be able to see which

130

i ndi viduals are proposing work on Cyclospora,

and who are they and where are they comng

from what’s the title, what's the level of

commtnment to this project? To this tine, we

couldn’t have guaranteed that we knew which
projects were out there. You knew sone of
them but you didn’t know for sure if there
an outlier sonmeplace and sonmebody working on
it, and he wasn’t communicating wth the rest
of them vyou wouldn’t have known it. wel |,
we will.

So we’'d be happy to bring that, if

that’'s desired by the Board.

was

now
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The other piece that | wanted to bring
forward is a proposal that has to do wth
neeting some of the objectives that you ve been
tal king about here today. And one of those
pieces is to bring public input into the
evaluation and the review and the
identification of FDA priorities. So bringing
the public input into this priority setting
process.

The second objective, to receive input
nore formally from a full range of FDA
scientists; and that would include |aboratory
researchers, non-|laboratory researchers and
reviewers; and the priorities for the research
and the scientific 1issue is related
specifically to the review responsibilities of
the agency. So a second one is input from FDA
scientists.

A third expectation for this proposa
had to do wth |everaging. At a tinme when we
can't deal wth all of the issues that surround
the needs of the review process of the agency,

how can we |everage information, how can we
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| everage resources to a better extent to reach
out to non-FDA scientists and resources to help
expand the size of our research program to a
| arger extent.

A fourth objective of this proposa
is, how do we identify FDA research and science
priorities going beyond the individual center
priorities. How do we collectively identify
and define what the FDA research priorities are
rather than in a prospective or retrospective
manner as we’'ve done it now?

Anot her objective then is, if we can
identify what those FDA priorities are, then
how can we reallocate resources to neet those
FDA-wi de needs, and then this proposal also

shows you how the Ofice of Science fits in the

mddle of all these objectives to acconplish
this. I'11 work from a transparency.
[ Over head]

You have this table in vyour notebooks,

and | think it’s the last thing before --

If you can find this <chart in your

notebook so that you can follow along and wite
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down whatever questions you have on it.

This chart focuses on (generating
resources to be able to support the scientific
program of the agency, and then how these funds
mght be used for support of this work. The
other inportant piece of this 1is the
identification of research and science
priorities that take into account the public,
the FDA scientists, research 1input from the
rest of the conponents of the agency, to help
develop that FDA research plan; and then the
role of the Ofice of Science kind of in the
mddle of this, and then how this translates
into support of individual research projects.

Let nme start up here on the upper left
tal king about resource generators. This is one
pl ace where | think the agency should have nore
of an outreach program that formally brings in
input from industry and from academc centers
to review what there mght be in terns of
resources to get the wrk done that’ the agency
needs to have done to be able to anticipate the

expertise needs that we’'ll have in the future
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to deal wth the pipeline of new products
comng in in the future.

So when you talk to people on the
outside, there are all kinds of foundations,
there are research-supporting Kkinds of
organi zations; there are sources of noney that
the FDA has for a nunber of reasons not tapped
into, some of which are questions of legality,
of accepting noney. But if we're going to
reach out for opinions of what priorities are,
and how it is to fund them this would be one
place where we could have sone kind of a
resource |everaging conmmttee within the agency
that would help bring to our attention what is
known nore broadly beyond the agency of how
resources can be brought to bear to solve
research needs.

One of the things that we have started
in the last couple of years, more extensively
than we’ve had in the past, is nenoranda of
understanding with other gover nment agenci es,
including Institutes of NH Liz, did vyou

mention the one that you have wth the Dental
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Institute wearlier this nmorning? That's being
increased widely, and we have a nunber of
interactions with other gover nment agenci es
where we agree to identify what the priorities
are, and to the extent that that results in
other means of support for FDA work, that’s
sonmething that we need to recruit help from
ot her governnment agencies to neet our needs and
that’s one way to do it.

One of the things that’s been
di scussed several tinmes wthin the agency that
is being used with CDC and with NH and wth
other health research organizations is the
devel opnment of foundati ons, Is what it’s Dbeen
referred to. Well, there’s a |ot of baggage
that goes wth foundations, and wthin the FDA
there has been a reluctance to develop a
foundation as a neans of receiving resources
from the public to be wused for purposes wthin
t he agency.

so just to finesse the question of a
foundation or not, I’ve sinply put the word

“alliance” that we wuld have sone kind of a
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mechani sm whereby noney could be received that
could for exanple be wused for training of FDA
scientists regarding products of the future or
whatever it mght Dbe.

This mght not be wused directly to
support research, but it could be wused for
other functions wthin the agency that would
permt our scientists to travel to the neetings
that they need to to get the information or to
afford other kinds of training; so this would
be a nechanism where you'd have a body of
directors for this alliance that would receive
requests from the agency to support certain
kinds of activities; and the decision would be
made by them what things should be supported
and what shouldn’t.

DR. BLOUT : Bern, do you want
comment as you go along on these?

DR SCHWETZ: Yes.

DR. NESTLE : Alliance with whonf

DR. SCHWETZ: Sorry; | didn’'t hear

your question.

DR. BLOUT : Alliance wth whom
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DR. NESTLE : |"m asking who you had in
mnd as an alliance, and ny question has to do
with maintaining the integrity of the
institution.

DR. SCHWETZ: The alliance itself
would be a Board of Directors who would be
responsible for this foundation or alliance,
whatever you want to call it; and that would be
the body that would officially receive resource
al l ocati on.

DR . NESTLE : My question had to do
with, who are you expecting the resources to

cone from

DR. SCHWETZ: They would cone from
phi |l ant hropic organizations, perhaps from
i ndustry, perhaps -- from individual people who

wanted to supply noney to sone other research
function. There’s no I|imt there to where the
nmoney could be received from

DR. NESTLE : |  would be very concerned
about the integrity of the agency in that
situation. Way would anybody give noney to an

Foa alliance if they didn't want to influence
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what FDA was doing in sonme way?

DR. SCHWETZ: Well, that’s why it’s an
alliance and not noney being given directly to
the FDA.

DR. NESTLE : l’m not sure |aundering
solves the problem

DR. SCHWETZ: That’s the problem wth
foundations as they currently exist. And it’s
not clear that that |aundering process is
effective in making this an easy transition.

Dr. Zoon?

DR. ZOON : I think there’'s always a
sensitivity to the issue of, are you getting
something for something that perhaps m ght
influence a particular action, whatever.

I think what Bern is looking at is a
way to get resources that may have an
opportunity to support broad programmatic
areas; not an individual ©particular product.

It may be a specific scientific issue that
needs addressing that would <cross-cut a variety
of prograns

In terns of other -- and those
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resources could come from industrial groups,
they can <conme from private organizations, and
in fact we often have people actually asking
private individuals who’ve had sonme experience
that they just want to donate noney to further

the action of the agency wth no strings

attached.

And | think the sensitivity to make
sure that you protect from conflict of interest
is very inmportant; but | think in the climte

of dimnishing resources, we really need to
think appropriately on |everaging resources and
how to do that appropriately.

DR. SCHWETZ: There is another whole
phil osophy that says that we shouldn’'t go after
these small anpbunts of noney in a tin cup. W
instead need to have appropriations to cover
what the agency needs to do, and that
appropriation needs to be large enough to
permt wus to do the work that the agency should
be doing. As opposed to the signal that we're
going to make wup our budget deficit by virtue

of tin-cupping. So there are tw sides to
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t his.
DR. BLOUT: Dr. Sanders.
DR.  SANDERS: But there are sone
things that you mght Ilike to do which, even if

the government was of a mnd to do so, they
just don’t have it in their brief to give you
nmoney for a particular resource.

The parallels with the NH which has
created sonething called the Nationa
Foundation for Bionmedical Research to receive
funds in areas where the NH funding itself
cannot  support particul ar programs, such as in
the clinical scholars progrant such as perhaps
building a guest house for adults as they did
for the <children; things that would be specific
to NH prograns but which the governnment won't
pay for, Congress won’'t appropriate noney for.

To the extent that this alliance fits
into that particular nodel, | think it’'s
appropriate; although | think Dr. Nestle's
point is very inportant; that 1is, making sure
that there is a clear Chinese wall, if you

will, between the receipt of funds and the way
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they’'re used.

DR . NESTLE : Wth all due respect, |
would point out that this 1is a regulatory
agency, which puts it in a particularly
sensitive position. | don’t think you can be
too sensitive about this one.

DR. SCHWETZ: What you're bringing up
is exactly the reason we don’'t have a
foundation, wup to this point. But what [|I’'m
trying to point out wth this <collection is
that the agency has also not been very
aggressive in exploring other opportunities.

So we've brought this wup for
di scussion to be sure that there aren't sone
sources out there that would acconplish the
objective of reaching out to constituencies who
can help wus not only identify good ideas of
where we should be going, but sources of
support as well.

And the support doesn’'t have to be
just in noney alone; it could be in information
or it ~could be in other forns of resources.

Dr. Sanders?
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DR . SANDERS: I think Dr. Nestl e’s
point is very well taken; that 1is that this is
a regulatory agency quite different from NH as
such.

One way of handling this rather than
have FDA personnel nman the alliance or whatever
is to have a group of volunteers who are in the
private sector handle it. So that they then
could -- they <could have a separate foundation
outside of the internal workings of the FDA
that would allow sonme independence and naintain
the security, if you wll, of the FDA process
and adm nistration. But you've got to be very
careful.

DR. SCHWETZ: Yes. To be sure, this
would not be in the Ofice of Science, or would
not be in one of the product centers. It would
have to be distant; and even then the extent to
which you <could nmke it distant enough.

DR. SANDERS : But even the people who
worked there, which shouldn’t probably be paid

by the FDA

DR. SCHWETZ: | agree. That’'s for
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sure.

DR. BLOUT : Bern, before we |eave that
whol e box, tell wus alittle of who you' d see on
the top line, the FDA resource |everaging
comm ttee. How do you <conceive that?

DR. SCHWETZ: Well, it could be that

this would be representatives from the mgjor

trade associations whose products collectively

we regul ate. So that would be one way to go,
out to trade associations. Anot her one would
be individual conpanies, if we chose to go that

way, and universities.

So |'ve not sorted that out further,
how we would reach out to the industry to be
sure that all of industry who wanted to

participate had an opportunity to do so; but

still to get sonme who represented major

portions of the industry. Sone of you who know
the industry better than at l|east | do today
mght well advise us on how we would reach out

to industry in a way that would provide us wth
good i nput.

DR . SANDERS: If 1 could just speak to
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t hat , | think that’'s even nore delicate than

the foundati on.

DR . NESTLE : Thank you.

DR. SCHWETZ: | would just be very
car ef ul about that. | think that’'s a potential
public relations nightmare. Maybe | state it

too strongly, but it’'s just sonmething that |
think you have to be extrenely careful about.

Even the wuser fee question; you know,

we had to go through those. Since |1've left
the industry, | assune that those are working
out reasonably well, but there were a Ilot of

guestions raised about that and nmeking sure
that the independence of the agency was being
protected at the tine. | assune that that has
occurred.

But | think when you're |ooking at
unencumbered funds that are being directly
solicited from those that are regulated, It
created sonme real problenms for you.

DR. SCHWETZ: I would remind you again
that this 1is specific generation of resources,

not just noney. And to the extent that this
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woul d develop better collaborations wth
i ndustry, to develop data jointly, and other
mechani sms for developing information not just
revenue to permt FDA scientists to cover the
| aboratory worKk.

More traditional sources of funds for
the FDA to support this function are in the
lower left, wup here; and that wuld be the
appropriations we get; interagency agreements,
and we have a fairly |large nunber of agreenents
with EPA and wth institutes of NH and wth
ot her governnment agencies to support work;
cooperative research and development agreenents
that we have, providing support for specific
research that’s funded by portions of the
i ndustry, where it’'s approved wthin the agency
that we can receive noney for this particular
research project from industry, to be sure that
theres not a conflict of interest here, Dbut
within other product centers.

So we do have a fair nunber of these
CRADAS that are in operation.

The receipt of grants is one that
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we’'ve talked about wth the Science Board
before, and | wuld remnd you that wthin the
FDA, FDA scientists can not be the primary
investigator on a grant and receive noney
through NI H-types of funding, for grants, but
we can be a coinvestigator and sonme other
institution can receive the grant noney, and we
can work with that institution and receive
support for exanple in their institution.

But at this point in time we cannot
conpete for grant noney, but we can receive it
with another investigator.

DR. BLOUT : And what are you arguing,
that we should be able to receive grant noney
directly, or the scientists should be able to
conmpete directly?

DR. SCHWETZ: The agreenment that we're
working wunder is an agreenent within the Public
Heal th Servi ce. So there isn't a Ilaw soneplace

that says that we cannot conpete for this grant

nmoney. This is an agreement wthin DHHS that
people from within the FDA wll not conpete for
t his.
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We’'ve raised it for discussion in a
| arge nunmber of audiences, and while there is
some agreenent that FDA scientists for exanple
should be able to conpete for NH grant noney,
it’s really a mxed response. And there’s
everything from "we don’t need nore conpetition
for grant nmoney” to the fact that you don't
have to wite grants and you should wuse the
appropriated noney to support your research
work” to other argunents, that the scientists
within the agency feel that they <can very
effectively conpete wth others who are
conpeting for grant nmoney, and that they would
be wlling to compete for it, and would be a
way of supplenmenting the resources, permit
research to be done.

DR . BLOUT : I’ve certainly heard the
argunent that scientists wthin the agency can
conpete for grant noney, but they feel hobbled

by this Departnment rule.

Maybe sonmebody would I|ike to speak to
that . From the audience.
Dr. Zoon.
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DR. ZOON : One of the areas that --
there’s a balance of different proposals on the
area of grants. And | think, | would say that
scientists would welcome grants, or the
opportunity at least to apply for grants.

The issue is, Bern, there are other
agencies or other organizations that FDA can
apply for for grants outside NH and our
scientists do do them and they have been
successful .

There are sone issues that | think are
of concern to the National Institutes of Health
with respect to giving grants wthin its own
sister agency; and in fact | think they would
prefer to work through the interagency
agr eement mechanisnms as an alternative. I
think the opportunities to look at this from a
broader, mybe departnent |evel m ght be
something they would want to reexam ne

DR. CUATRECASAS Aren’t there grants
also from the 10w

DR. BLOUT: Not hi ng significant

DR . BENET : Ber n, | can understand
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what the concern is in NH and HHS, because for
exampl e internal NIH | aboratories cannot
conpete for the external noney, so there’s
something in the budget that says “this is what
we're going to do for science internal, this s
what we're going to do for the ROls, this s
what we’'re going to do for -every area. "

What my conmttee was concerned about
is that there should be a line item for
research within the FDA, and that this should
be recognized as an inportant area, and that
it’s Congress that needs to recognize this; and
that’s what we pointed out.

It would be hard to imagine FDA
competing for an NH grant when NH people
can't conpete for an NH grant. So | don't see

how that’s going to work out wunless it’s done

in sone equitable wmanner throughout all of HHS.
DR. BLOUT : State your nane and
affiliation, please.
MR . EAGAN : Bill Eagan from the Center
for Biologics. If | could just disagree wth

my center director for the nonent.
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is intrinsic to the

Biologics. It’s part and

process, and it really

such.

It should be funded as

you need this many
salaries, this 1is
this is what ought to

I  think many
whi ch

we're exploring,
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cut so nuch. And there
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poi nted out, research
busi ness w thin
parcel of the

funded as

fully -- as,

people, this 1is the

needed for business,

get funded.

t hese ot her mechani sns

exploring | t hi nk

budget has been

are conflicts in all of

i ncluding the CcRADAS;

probl ems, either.

That’s just ny own view on this.

The NH has a
m ssion than we do; and
refocus our mssion to
are problens wth
wel | . And | think vyou
about or consider the,

much noney to this

that of the NH,
getting
also have to
Congress has

agency for its

sonmewhat di fferent

unless we’'re going to
t here
funding there as
wonder
given so

m ssi on, so
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much noney to its agency for its mssion, and
then have sonme kind of internal equal i zati on
process, independent of what the Congress has
al |l ocat ed.

| think these are large problens in
this area; and the sinplest thing is to just
have Congress fund what’'s necessary.

DR. BLOUT: Dr. Zoon again.

DR. ZOON : For the record, we don't
di sagree at all. My preference for any funding
for the FDA would be appropriated dollars. I
think we are in a time where we are trying to
because of the cutbacks in the support for
research for FDA prograns of trying to see how
we can survive; and | think that in the context
of this, we're looking at alternative ways to
survive; and while these things are being
ironed out and really a clear discussion of how
this inportant work needs to be done can be
accompl i shed.

DR. SCHWETZ: Thanks, Kat hy.

Wth that, let me nmove on to other

half of this, so that we have tinmne to talk
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about this as well.

A very inportant part of where we
haven't been in the past is to have a broader
input on identifying what the science research
needs and priorities are for the agency. So
this wupper right-hand box is trying to pull
together where we are on that particular item

In addition to input from the
comm ssioner and the Executive Conmttee of the
FDA about what the priorities and future
direction of the agency are, the input for
devel oping the research agenda and the
priorities should include the input from the
chief scientist and the <center directors and
the associate comm ssioner for regul atory
affairs; the field organization of the agency.

So there would be inputs sought from

all  of these, and there is now but that could
be nore formal. The rest of this is sonething
that is not quite as well devel oped. The

possibility that we would form a research
priorities commttee, the Senior Science

Council, is already in existence wthin the
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agency, and it represents many of the people
who were in the audience today that are the
senior scientists from the |laboratory and the
review parts of the science of each one of the
agencies, who sit together in this Senior
Science Council on a nonthly basis and discuss
what’s going on wth the science and research
of the agency.

Then to nore effectively bring in the
input from CAFDAS, the Commttee for the
Advancenent of FDA Science, the junior
scientists of the agency, and bring the input
of the Senior Science Council and CAFDAS
together, and include a nore formal nmechani sm
for bringing information in from the discipline
groups that | nmentioned earlier

If we ask all of the mcrobiologists,
what are the research priorities wthin the
area of mcrobiology within the whole agency,
and ask the statisticians and ask the
i mmunol ogi sts and all of the people who
represent cuts of a discipline of work

t hroughout the agency, we wuld like to receive
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input from these people who wll see the
research needs of the agency a Ilittle bit
different than if you just asked them from
within one organization, within one particular
center.

To the extent that we would nmake that
a bit nore formal so that people feel they have
input from throughout the agency into the
priority setting of the whole agency, | think
woul d be hel pful.

To the extent that we had over here
that we would look to industry for advice on
how noney and other resources could be pulled
together to support research, vyou would also
want to have sonme kind of a joint FDA-industry-
academic group who would advise on the research
priorities, independent of the funding process.
That we have a nore extensive outreach to get
opinions from the groups whom we regulate and
the groups with whom we interact on a research
basis to get a nore formal input into what the
future of research and the science issue should

be.
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One of the things that has existed
within the agency on a spotty basis; at |east
two centers have what they refer to as “science
coll eges” for training people. In particular,
one of the things that we’'ve been talking about
is the developnment of an FDA science college
that would be a voluntary organization of the
scientists of the agency who want to band
together to respond to FDA science issues. And
collectively they mght define the training
mechani sns that could be used broadly
t hroughout the agency.

CDRH and CDER have -- Drugs and the
Center for Devices and Radiol ogical Heal th have
these now wthin their two centers; but this
concept could be expanded so that there was a
broader invol vement in the training activities
and a feeling of a broader availability of
these training possibilities to any of the
scientists wthin the agency, not just those
two centers.

This would also be another mnmechanism

wher e, from the Ofice of Sci ence, we could




10

11

12

13

14

15

16

17

18

19

20

21

22

23

156
take questions to this science college and ask
them to do homework for wus to advise us on
specific questions within the agency that
relate to science and research.

Let nme just talk a Ilittle bit about
where the Ofice of Science fits into this. To
the extent that we have nenoranda or other
mechani sms  whereby we’ re trying to generate
resources, the Ofice of Science can be
involved in that from a neutral standpoint as

opposed to a product orientation.

W in the Ofice of Science are in a

position to receive information from all of
these aspects that would be useful in
devel oping research and science priorities; and

to the extent that sone of the noney that is
appropriated to the FDA, beyond what would be
distributed to the <centers for center-specific
research needs, to the extent that the Ofice
of Science wuld have a budget to support
agency-wi de research.

That nmay not get supported through

ot her mechanisnms within the centers; it woul d
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be helpful if the Ofice of Science would have
a small budget to support work also in the
centers; not to hold that noney, but to receive
some and redistribute it to the ~centers to
support work that might have conme through the
discipline teams or through other nechanisns of
identifying high priority agency-wi de research
needs to supplenment what wll be supported
t hrough the individual centers.

Then to the extent that in the future
we need to have research conducted, that the
agency scientists are not prepared to handle
t hemsel ves without major retooling, the
possibility would be that we wuld also have
extramur al mechani sms  whereby we could support
researchers on specific projects outside the
agency to develop the full conplenent of
research needs that we would have.

Now nost of the noney to support that
cones directly from these sources and 1is done
in the centers; but the Ofice of Science could
help redirect noney to other high priorities

t hat woul dn’ t be net ot her wi se.
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DR . BLAUT : I'’d like to ask the Board

to comment on this sort of large group of

subj ects.

I  know you've been thinking about it a
lot, Bern, but I'd like to hear the Science
Board coment if they feel it appropriate, on

these large ---

Who wants to start? Marion?

DR. NESTLE : Sure, why not.

This is the statement from the new
person in town. I’"’m impressed from reading the
CBER report and from hearing this that the FDA
has serious problems to deal wth that include
funding, and that’'s <clearly a nmjor one. But
also it has to do wth presentation of the
agency in order to try to garner the funds that
it needs.

I’'m kind of in shock that the kinds of
funding possibilities are being considered that
you laid out. I think anything that puts FDA
in an apparent conflict of interest is a
slippery slope that you just don't want to get

on, because it wll destroy the integrity of
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the agency and its ability to function

The organizati onal i ssues, it seens to
m, need to be addressed and need to be
addressed very, very rapidly. And | see it as,
from the standpoint of organizational
structure, that there has to be a Ilevel of
goal -setting and accountability that is readily
apparent so that anybody who 1is looking at the
agency can see instantly what the goals are and
how well the agency 1is neeting its goals, and
what it's doing to neet its goals.

W heard sone of that; | Ilike the
goal s, objectives, activities approach to it.
I think it's a really good way of doing that.

| don’t know enough about it to know
how to go about starting on it, but 111 be
nost interested in hearing what it is. But |
think this is a situation in which the agency
needs to hold firm in a nunber of areas, and
absolutely enphasize the inportance of
mai ntaining the integrity of the review and
regul ation process at every step of the way.

DR. BLOUT: Dr . Benet .
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DR . BE NET : "Il give a perspective of
sonething that | have raised at previous
meetings, and | think the best exanple of this

is in CDER That is, the strong interactive
nature that the Center for Drugs has wth
scientific societies in its discipline, and the
kinds of consensus-building issues that are
presented at such neetings.

And then working together, Jlead to new
regulation within CDER, and in fact some of the
new regulations that have come out have cone
directly from those neetings.

But it seems to me also that there are
research agendas that are beyond i ndividual
compani es, and also beyond the FDA | think it
can serve as a focus -- it doesn’'t necessarily
bring money directly into the agency, but it
does solve sone of the problens in science
issues that the agency addresses.

I can see a particular scientific
society in conjunction wth all of its
st akehol ders including the FDA, suggest that

this is a research project that we need to
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address in terms of something that is inportant
in the regulatory arena; and that that be the
focus of generating the noney and addressing
the problem It isn't necessarily noney that
cones in to FDA scientists because they're
going to run that project, but they becone part
of this project through the, sort of the
overall goal of this scientific society who
generates, raises the noney and generates, and
in fact even controls the research, and the FDA
like they are now, are coinvestigators in these
proj ects.

But | think it allows us to get to
some of the problens that we feel that we don't
know how to address. And | can think from a
CBER exanple, the ability to neasure a certain
bi ol ogi cal or an adventitious agent or
sonething like that, that says this is a
problem for everybody. And therefore we put
together an issue that the CBER scientists and
the FDA scientists as well as the academc
scientists and industry scientists under these

-~ the hierarchy of the scientific society
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could have a potential of sonmething we haven't
done before; and yet wrks nicely as a nodel in
terms of conceptual ideas, and | think could be
addressed in ternms of science ideas.

DR BLOUT: Dr. Cuatrecasas.

DR CUATRECASAS | like those
comments, and would just like to add again nore
broadly, that | think this is a good start,
it’s nmore than a start. I think this is the

kind of thing you need to do to conme to grips
with the variety and conplexity of problens
that exist wthin the agency.

And it’s not only in the area of
funding, but there are issues, as you point out
here, that go far beyond funding. It’s not
just finding nore noney. That’'s necessary but
it’s not sufficient.

I see here an attenpt in a disciplined
way to assess and to analyze and put on paper
which is different, particularly one page,
sonmething that begins to mke some sense. It
doesn’t nmean you've got all the solutions here,

but you're beginning to really | think identify
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some of the nmmjor issues, and you have to do
that before you <can achieve innovative
sol utions. So this is what’'s necessary.

These are very difficult tines. Very
difficult times, very conplex times wth
respect to funding and availability of
resources and the proliferation of scientific
di sciplines, and | think we need imaginative
appr oaches

So | would encourage you to continue
with things even which wmy be ultimtely for
some reason unacceptabl e. Ot hers may
ultimately not be wunacceptable, because you 11
find that there's a way to resolve that
probl em

So | applaud what vyou're doing. It’s
not easy, and good | uck.

DR. BLOUT: Dr. Langer?

DR . LANGER : | think what’'s said has
been right; | think that what you're proposing
is very, very inmportant. The only issue is how
to get there, and | think there have been sone

good suggestions.
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DR. BLOUT : Any other coments?

Well, Bern, | know | speak for the
Board in thanking you for getting us started in
this way of thinking.

|I’ve been told that =-- it’s in your
book -- 1’ve been told that | should announce
that the next dates, planned dates for the
Science Board neeting are October 21st and
22nd. I think it wll only be a one day
meeti ng, one of those two days. But would yQU
hold the 21st and 22nd of Cctober

How does the Board feel about starting
later than we have in the past; nanely, 9:45
versus 8:30 or 9 o' clock? s it satisfactory?
It allows people on the East Coast to nake it a
one day trip rather than ---

Let nme just summarize, before we ask
for public coments, which are up next. Let me
just summarize what | think the Science Board
has done today; nanely it has accepted --
first, it has accepted the report of the
Subcommittee on Toxicology, and we'll | ook for

subsequent reports.
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Secondly, it has accepted the report
on the Biomaterials Forum and we' Il put that
on hol d.
Thirdly, it has accepted the report of
the Subcommittee for CBER review, subject to
specific <changes from science -- suggestions

from Science Board nenbers, and when those cone

in, we'll just send them out to everybody.
It’Il only be a few pages. W won’'t send the
whole report, but we'll send them out to

everybody before we take a final vote on
acceptance.

Is that satisfactory to you, Les?

All right; now it’s tine for me to ask
for any public comments. Anybody in the
audience that wants to say sonething with
respect to this neeting of the Science Board,
please go to the mcrophone, identify vyourself
and your organization.

PUBLI C COMVENTS

MR . GOLDHAMVER : Alan Goldhammer,

Executive Director, Technical Affairs, the

Bi ot echnol ogy I ndustry  Organi zati on.
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The report a very good one; we just
received it after the presentation. |  would
like to clarify, on page 4 in the second
paragraph where you talk about the Pharm
perception on the negotiations during PDUFA.

This was jointly negotiated wth both
of the industries; the biotech as well as the
mai nstream pharmaceuti cal i ndustry. | think
this is not quite fair to, even though we're
not mentioned, but | wuld point out | don't
think it's quite fair to characterize it that
that was the tenor of the discussions.

Both organizations had a bottom |I|ine
from our Board of Directors in terns of how
much noney we were prepared to contribute to
the renegotiated PDUFA. And there were a
variety of different program enhancements that
we wanted as part of that negotiation,
primarily oriented towards shortening drug
devel opment, which was sonmething that was |eft
out of the first round of discussions. W
| ooked at just raw approval tines in getting

t hose down.
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One of the things that canme up

probably mdway during the discussions was the

need for inprovenment of the computer system
which would lead ultimately to full el ectronic
submi ssions from IND all the way through to
adverse event reporting. We said “Okay, that
sounds good. W can see the benefits there.

We can quantify those. VWat is the price tag?”

That ended up being sonewhere in the
nei ghborhood of $12-15 mllion added on top of
what we wanted for sonme of the other program
enhancenent s

The bottom line, in keeping wth the
price tag that the CECS were wlling to pay, we
had to look for some cost savings. | think the
reason that the CBER research unfortunately
suffered, and 1’'Il address that in just a
m nute, was to try to bring this down to
something that we could sell both boards of
directors on; and hence the reason for this
phaseout over the five period of tine.

Our experience in terns of what we

have heard from sonme of our CEOCS and regulatory
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affairs people is the research has been very
benefi ci al in terms of dealing wth clinical
hol ds, either preventing a <clinical hold or
getting off of a <clinical hold, addressing a
number of difficult safety issues, particularly
with regards to our nenbership we have
conmpani es doing xenotransplant, cell and gene
t herapy where there are real safety issues.

| think the agency is addressing
those; we wuld I|like to see that continue.
We're struggling | think with sonme of the
proposals that you just saw with you as to how
to achieve that. W would love to see it done
out of appropriated funds, and we’'re going to
work through the appropriations conmttee as we
have over the last seven years to ensure that
the agency is fully funded.

However, there are sone political
realities that may or nmy not nake that
difficult over the years to cone, and we'll
hope to try to work through some of those. W
do have a board level comittee that’'s going to

be looking very <closely at this report; we hope
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to supply Dr. Benet as well as the Science

Board with our input and take on it; but I

think the bottom line is that we | think are
all  working to the comopbn goal of increasing
the agency’'s research resources, particularly

in the areas that affect these new and energing
technol ogi es.

DR . BENET : Thank you. | just want to
make sure | understand: So you think that what

I should have said was the perception of Pharm

and Bios in the recent negotiations. I n other
words, | should have blamed both of you?

M. GOLDHAMMER : Yes, you should have
blamed both of us, because |'m sure that the

Pharma people, when they see this, are going to

say “Well, how come you left out Bio?" So I'm
willing to be the scapegoat at |east today, put
nyself on that stand. But | just wanted to

also bring you up to what the realities we were
facing were.

W had a bottom Iline of sonmewhere,
about $115 mllion, | forget what it was, 1is

what we could negotiate on. And it was very
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difficult to try to work wthin that framework.

DR. BENET: Well, we certainly were
aware -- |I'm aware of it, and all we say there
is, it's felt that the regulated industry not
pay for CBER research. So | don't think that’s
i ncorrect. And we do address sone of those
i ssues, certainly the xenotransplanation issue

the commttee itself said “This is an area that
needs to be beefed up. *

| just wanted to mmke sure what you
thought | ought to correct.

M. GOLDHAMMER : | think that’s good;
I think that the singlemost probably ©politica
thing that one could do -- although that’s
probably impractical -- wuld be to get FDA
from out of the agricultural appropriations
subcomm ttee and over to the HHS comittee.

W're in a difficult position, because
our board has agreed to support the doubling of
NIH funds over the next kind of five or six
years, and yet we're throwing -- throwing 1is
maybe the wong word -- we're putting this

noney towards basic research, but if we're
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constricting the research effort at the agency,
which ultimately could adversely affect product
approvals , how can we derive the broader
benefits of all t he bionedical research? And
that’s a tough one.

DR . BENET : I  think the commttee
certainly hopes that Bios and Pharma wl
express their <concern that in fact in the PDUFA
reaut horization and authorization, the idea was
that we would not decrease the budget that cane
from the federal government for carrying out
aspects of research; and that this would be
addi tional noney. And | think it’s very clear
that that has not happened.

M. GOLDHAMVER Yes

DR . BENET : And | think again, when

you |ook at the budget for CBER and conpare to

the years, it’s very obvious that that has not
happened.

M. GOLDHAMMER Wwell, there was also
a very heavy line item in there for noney that

would conme from the tobacco settlenment whi ch,

as of this norning is still sonewhere.
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DR. BEN ET: Thank you.
DR. BLOUT : M ke, do | understand what
you're saying is that there is a possibility of

i ncreased PDUFA funding? O you're not saying

t hat .

M. GOLDHAMMER: No. The PDUFA --
well, on a yearly basis the funding can
increase because there’s an inflation indexer
as well as a workload adjustor. In the budget

request that FDA submtted to Congress this

year, | believe they are asking for an increase
-- 230 | believe it is, FTEs from the PDUFA
program

Primarily | think the baseline -- the

negoti ated baseline in the absence of the

inflation and workload adjustor was $109

mllion for this fiscal vyear. Because of the
inflation in workload, | think the agency wll
be collecting, | think it’'s over $109 mllion
For this fiscal year. Because of the inflation
in workload, | think the agency wll be
collecting, | think it's over $130 mllion

So there are extra personnel that wll
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be hired wthin FDA as a result of the PDUFA
agreement, above what ought to have been
because of the increased workload.

DR. BLOUT : VWhat is your feeling that
Pharma and Bios would be wlling to support as

far as science in the agency?

M. GOLDHAMVER : W have a conference
call on Thursday 1I’'1l1] have a better idea after
t hat

DR . BLOUT : Thank you.

Any other comments? Anybody just want
to say sonething? Rosi e.

MS. ELLI SBERG: |’"m Rosalie Ellisberg,
Center for Devices, cochair of the FDA-w de
junior science council, head of one of the
di scipline groups in GCenetic Tox. l’m al so
President of the National Pr of essi ona
Scientific Society in this field.

My lab budget is $4,000 per Vyear;

that’s all | have. And we are indeed all
desperate in the fund raising area. | think,
t hough, to talk about all these alternative

sources of funding is really counterproductive
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Anybody who wites for grants knows that it’'s a
full time |ob. And | think any of these other
sources wll divert wus from our public health

m ssion and purpose.

W seem to need outside help, though,
to express to the world the fact that we don't
have the critical funding that we need to
function. And as far as conparing CBER and
CDER goes, | think it’s great that you ve

identified the really inmportant public health

issues going on a CBER. But | think there are
simlar but different issues in every center.
For instance, to say that the Center

for Drugs has functioned without basically any
research going on at all, wvery little, just
begs the question: That could happen in CBER
and maybe there would be contamnants in the
vaccines and you wouldn't find out about it for
a year or a decade, two decades.

In the Center for Drugs, [|I'm not in
that Center, but | can think of a lot of issues
that are critically inmportant, such as drug

interactions when nore than one drug is taken
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at a tine. It’s in no pharmaceutical conpany’s
interest to study this. It’s in no
phar maceuti cal conpany’s interest to really
devel op drugs for individual people with
di fferent genetic susceptibilities to drugs,
because it would end up that you would be
selling less of a given drug.

There are a lot of public health
issues |like this that FDA could address. 1In
genetic toxicology, the test for cancer risk
assessment, the sinple tests done first, we're
using assays that are 20 and 25 vyears old. And
no one has the funding to develop new assays
and to Jlook into these.

This is another thing that FDA could
do, it's an FDA-wde issue and Dr. Schwetz has
tried very hard to institute FDA-w de issues.

W have no forum for this, and | do
think that everybody wuld be nore cooperative
in FDA and anong the Centers if we had
appropriate funding. But since we have such
little funding, we're fighting over every |ast

dime and nobody wants to give wup anything for
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FDA-wi de issues.

We're losing the public health mssion
here . I think the CDER report is a good step
and | hope, as Dr. Benet said, the Kern report
didnt seem to have any effect on the law in
Congress to beef up federal agency research
fundi ng, because FDA wasn’'t there. So sonehow
we're still not on their map. And | believe we
should focus our efforts to getting on the nap
rather than talk about CRADAS and allthese
other things that are sinply diverting us from
the nmmjor purpose that we should have.

DR. BLQUT : Thank you, Rosie.

W happen to have two forner drug
company executives sitting around this table.
Maybe one of them would I|ike to conment.

(Laughter)

DR. SANDERS: 1’11 just respond in
part, respectfully that it 1is in the conpany’s
interest to determne whether or not there are
drug interactions, if ‘there’'s some reasonable
expectation that there mght Dbe. Not only from

the point of view of protecting the patients,
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because it's not good to have reactions to
one’s drugs, but also to seek conpetitive
advantage over other drugs that mght be used
to treat the same conditions, to determ ne
whether or not the other -- you mght have an
advantage in not having drug interactions.

It’s an area which is | think far from
zero or one; it depends on the circunstances
and you’'ve got to keep an open mnd about it.
But | don't disagree wth you that the
appropriate and nost desirable way to solve the
problems that you're facing funding research is
to have appropriations; and that of course is a
whole other subject of how you can get it at
the Congress and nmake sure that you can neke a
case that says this 1is going to inpact
favorably the way that we do our job at the
agency, and you know that Iesson nuch Dbetter
than 1.

DR. BLOUT: Dr. MacGregor.

DR. NESTLE : Could | comment on what
she just said before?

DR . BLQOUT : Yes.
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DR . NESTLE : | wanted to thank the
previous speaker for raising issues, and it
made ne think that one thing that mght be
hel pf ul in making the CBER report respond to
Dr. Cuatrecasas’ comment about needing to
expand it a little bit wder wuld be to get
from each of +the divisions maybe two or three
ideas of research projects that FDA could do
that nobody else was doing, just to have a
little catalog of +the kinds of things that
would make the FDA s research program nmuch nore
under st andable to the public, per haps.

DR. CUATRECASAS : That was actually
done with David Kern's commttee --

DR . NESTLE : Sorry.

DR. CUATRECASAS I’m not sure it’s in
the sunmmary.

DR. BLOUT: No, it isn't.

DR. CUATRECASAS Maybe you have to go
to the appendices, and there were a |l|ot of
addi tional, supplenental things which in fact
did that. And we talked to every center

director, and they all nmade the case, they al
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made a case about what kinds of research they
were doing, what kind of research they could
do, internally or externally; because a lot of
it, a lot of the |laboratory research that the
other centers wanted to do could be done on
contract; but they don’t have funds for that,
ei t her.

So they made the <case fairly strongly,
and that was the reason that | -- | nmade this
morning the comments that other centers have --
we just heard about that as well, and they
affect public health -equally.

DR, BLOUT : We’'ve heard a |ot about
CDER and we happen to have sonebody here who
can speak to the question.

DR. MacCGREGCCR : l’m Jim MacGregor,l’' m
with CDER, FDA, the Ofice of Testing and
Resear ch. Act ual l vy, | wanted to coment on two
aspects of the discussion.

The first 1is the strong distinction
that was mde in the commttee report between
the need for research in CBER and CDER, and

it’s been said before by others; but | just
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want to say for the record that | ~consider it

to be an untenable argunent that science is

| ess important for drug developnent than it s
for bi ol ogi cal . | think we all recognize that
the advances in science have been enornmous and
they «cross-cut all aspects of our agency, and
it’s a necessary aspect of our function to

mai ntain know edgeable scientific expertise

that wunderstand those new systenms in order to

do our job well.

The other thing | wanted to conment on
was the discussion on collaborations . |’ d
actually 1like to raise a slightly different

focus on it than has really been the enphasis
of the discussion.

| personally believe that there are
many broad, <crosscutting scientific 1issues that
need to be addressed that are equally inportant
to the public, the industry and the FDA. In
many of these cases the scope of resources
exceeds that of even industry, and there are a
number of exanples of successf ul col l aborations

to identify +these kinds of issues; and | think
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it’s nore of an issue than just resources.
It’s also a matter of acceptance and the
notivation to bring new science into the
regul atory practice; because iif industry and
government are conpletely separated, each
conponent has a very strong barrier against
innovating if they' re separated. And yet
science demands innovation and evolution to use
the new science for nore efficient regulation.

And industry really cannot effectively
come forward wth anovel approach that the
government doesn’t know about, because it
doesn’t make product devel opnent sense to risk
your product on sonething that you have no idea
how the government is going to approach it.

So therefore if you accept that idea,
the idea that you don't need science in the
governnment and that you shouldn’'t talk to
i ndustry science | think is an untenable idea
and we shouldn’t lose sight of that fact.

In response to the concerns raised by
Dr. Nestle about the danger and the

i mpossibility of communicating with those that
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you regulate, | think there are many precedents
where that’'s been done successfully and is
being done successfully, both in FDA and in
ot her regulatory agencies.

Just to take a nunber of different
kinds of exanples, the Health Effects Institute
is one exanple where an entire institute is
built half by the EPA budget and half by the
regul ated autonotive industries budget. And
the entire purpose is to pool their resources
to look at <crosscutting issues |like new fuels
and particulate and ethanol additives to
gasoline and how to treat them and so on

And have a long history of successful
approach to that sort of thing, and they're
under exactly the sanme kinds of regulatory
constraints as the FDA

Then there was reference to the fact
that you don” t necessarily have to pass noney
between the agencies to pool your resources.

And an exanple of that is the ongoing |ILS
consortium on new nodels for carcinogenesis

There are about 40 |aboratories working
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together to l|ook at these new transgenic nodels
for carcinogenesis, evaluate how they work; and
I  would ask: Can the FDA afford not to be
involved in that kind of science? | think the
answer is no, that you <cannot afford not to be
involved in developing those kind of nodels and
assessing their performance and so on. And yet
nost of the resources comng from industry in
t hat case.

Yet it is our primary job to set the

regul ations, to define what the regulatory

requi rements are going to be. And 1’11 echo
what Rosie said there; | nmean, clearly | think
we would all agree that it’'s necessary to have

adequate appropriated funds to be able to
fulfill that.

The other thing that | should point
out that hasn’'t been nmentioned today is right
now there are some new collaborative efforts
underway that involve CDER and CBER. The
product quality research initiative and the
col | aboration for drug development improvement,

which are both prograns that are involving
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i ndustry, wuniversity, public and government
sources are very real; they’'re public, they're
ongoing, and | think they're going to
contribute inportantly to our mssion.

DR, BLOUT : Thank you, Dr . MacGr egor .

Does anybody want to respond?

DR . CUATRECASAS Those were superb
conmment s

DR. MacGRECCR Thank you.

DR. BENET: Jim when you meke the
comments, there’s no one that disagrees wth
science in the agency and its need in all
aspects; and that's what you suggested nmaybe |
was saying or the commttee was saying.

The commttee’s point is the
difference between |aboratory research and
virtual sci ence. And as Bern gave in his talk,
the agency has been noving nore toward virtua
science as opposed to |aboratory science.

Now | know you neant to say this, but
I’m just saying, the next tinme you say it, say
it as laboratory science not just science,

because --
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DR. MacGRECOR Let ne just add that |
just came to this agency to lead CDER S

| aboratory effort.

DR . BENET: |  know that, and 1’'ve
known Jim for many vyears; | was on his wfe's
committee for her Ph.D. , so | knew him back
when he had brown hair, gray hair. And | think
it’s wonderful that you're there. And | don’t
oppose it; | believe it’s inmportant throughout
the agency. I reflected what nmy commttee’s
task was in terns of that. And | think vyou

Dr. Cuatrecasas and others, have pointed out
that we need to be broader in this, and | don't

object to that.

DR . BLQUT : You're saying there’'s a
place for |aboratory science in CDER as well as
CBER.

DR. Mac GREGOR: | didn't say there was
a place; | said | think it’s essential, just
like it is in__.

DR. BLOUT : Thank you.

Any other coments? Anybody el se?

From inside or outside the agency.
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Rosi e, again?
M5 . ELLI SBERG: | think we're
m sinterpreting the virtual science center.
don’t think it was juxtaposed against
| aboratory science. It was an all-enconmpassing
term to link FDA science into one virtual

science center, so we could wrk together

It’s not one or the other; it's really -- we've
al | been in favor of lab science, nore I|ab
sci ence. The virtual science center doesn’'t

mean no |ab science.

DR. BLOUT : Kat hy? Dr. Zoon.

DR ZOON : I just want to say, while
support working in the wvirtual framework, I
think one <can't forget that there has to be a
di rect interaction, either wthin a person or
with people who do the review work. To have
sonmebody off here asking questions and doing
sonmething and having review over here, and not
having them interdigitate and supplement and
foster and create the kind of environnent that
leads to the scientific know edge base in

accepting and promoting the science in the
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review work that we do would be missing the

poi nt .

So | just want to make sure that while
we ‘re all supporting this, and | think it’'s
wonderful, the <cross-fertilization, we cannot

forget the key inportance of having that

science directly Ilinked to the regulatory
process.

DR . BLOUT : Bern?

DR. SCHWETZ: I want to coment on the
virtual aspect as well, because there are sone

pl aces where it’ s nore conpelling than others.

For exanple, the recomendation to buy
a multi mss spectrometer neans that there's
going to be a lot of other stuff that can't be
bought if you buy that piece of equipnent. And
to the extent that we’ve got five or six of
those sitting around the agency all being used
part time, 1is not good nmanagenent.

In that case, we’'ve made an effort to
bring the mass spec people together and conpare
notes on what capabilities do we have, where do

we have it, how nmuch of it is being used in a
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given site, and if anybody else needs it, we
ought to be wusing our nass spectroneters to the
full extent that we have before we go out and
buy additional ones.

So | think there are exanples where
the virtual approach doesn’'t nmake any
difference, in particular, but there are sone
cases where it’'s extremely conpelling that we
ook at the resources that we have before we
just go out and buy additional expensive pieces
of equipnent meking believe we have a lot of
money.

DR. BLOUT : I think we're «clarifying
this word ‘virtual

Anybody el se?

If not, 1'11 ask the Board if they
have any further coments, suggestions, bef ore
1’11 ask for a notion to adjourn

DR . CUATRECASAS Elkan, just one
other -- this norning, M chael Friedman tal ked
about the issues and the topics which are being
examined and are going to be prioritized and a

part of the act; and | think he has to do this
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by Novenber.
One thing that was not nentioned, he
only nmentioned three areas, and he welconed
nmore suggestions. One that | have not heard
and | think does need sonme attention is the

whol e question of chemistry and manufacturing

st andards. That’s sonething again | can
provide in a |little bit nore detail -- this
woul d be across-the-board -- but increasingly
complex and increasingly becoming rate-limting

in drug devel opment.

It is not the clinical data
devel opment , nor usually the toxicology that s
rate limting, generally, wth few exceptions.
I’m seeing nore and nore the devel opnent
process, the discovery process being held up by

issues that relate to chemstry and

manuf acturing. They definitely need to be
exam ned, and | don't know how much of that is
happeni ng.

DR . BLOUT : Less and less; and those

of wus who have been involved product

devel opment at one time in our lives realize
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the inportance of that, and the very expensive
nature of that kind of activity.

Good point. Let’s put that in our
t hi nki ng.

Any other coments?

DR. MacGREGOR : Well, just wth regard
to the Jlast coment, | mght point out that
this product quality research initiative that I
just referred to is directed specifically at
those kinds of issues; the quality issues, the
chem stry, quality manufacturing issues and the
amount of regulations that are necessary during
scaleup process; all these sorts of issues.

So there 1is recognition of that, and
this is one of those things that we're trying
to tackle through this joint industry-
government - public coll aborative approach.

DR . CUATRECASAS Thank you.

DR . BLOUT : Good point. Thank vyou,

Jim
Al | right; anybody else?
If not, do | have a notion to adjourn?

[ Moved. ]
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DR. BLQAUT :

in October

[ Wher eupon

concluded. 1

i f

at

2

So be it.

not

: 29

bef ore.

p. m,

Wwe'll see
Thank vyou.
the neeting

you
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